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Lift the depression with Marplan. Marplan has been shown to 
be considerably more potent than certain other amine oxidase 
regulators. While clinically such increase in potency has hereto- 
fore been associated with increased side effects, Marplan strikes 
a happy balance of potency/safety. Marplan has shown mark- 
edly fewer of the side reactions of the hydrazines (such as 
orthostatic hypotension, constipation, jitteriness, peripheral 
edema, skin rash). Moreover, throughout the extensive clinical 
investigations, no liver damage has been reported. Marplan is an 
amine oxidase regulator, however, and like all of these agents, 
it is contraindicated in the presence of liver or kidney disease. 


Indications range from moderate to severe psychiatric disorders 
with associated symptoms of depression, withdrawal or regres- 
sion. Marplan is also valuable as an adjunct in psychotherapy 
to facilitate the patient’s responsiveness. Complete literature 
giving dosage, side effects and precautions is available upon re- 
quest and should be consulted before prescribing. 


Supplied: 10-mg tablets in bottles of 100 and 1000. 
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cally effective Nardil removes 

— in four out of five patients, aiakingiliied 
more receptive to psychotherapeutic treatment. While im- 
with Nardil can sometimes be noticed in a week, 
- complete remissions from depression and anxiety may take 
__up to 6 weeks or more of continuous therapy. Nardil has an 
excellent safety record—established by extensive published 


clinical studies, and confirmed by the minimal incidence 
of toxicity in over 400,000 patients to date. Your initial — 


prescription for 50 Nardil tablets will provide t.i.d. dosage 
for the first 212 weeks of —— at which pine you should 


Ons 


—- 


Volume XXI Number 7 


DISEASES °/#e Nervous System 


JULY 1960 


Contents 


EVALUATION OF CHANGE IN DRUG-TREATED PSYCHIATRIC PATIENTS .... 373 


Arnold J. Friedhoff, Gilda Rosenblatt, Frances A. Lynn, Murray Alpert and 
S. Bernard Wortis 


PRACTICE OF PSYCHIATRY IN A MEDIUM SIZE COMMUNITY .............. 
Pete C. Palasota 


P. O. O'Reilly and K. Harrison 
THE QUIET HYSTERIC AND HIS CAPTIVE RESPONDENT .................... 386 
Klaus W. Berblinger 
A TIME LIMITED CLINICAL EVALUATION OF PHENELZINE IN THE 
TREATMENT OF ENDOGENOUS DEPRESSIONS .......................005- 390 


Martin L. Towler and Howard E. Lancaster, Jr. 


KEVADON: A NEW, SAFE, SLEEP-INDUCING AGENT ....................... 


Richard W. Gray, Edwin A. Coats, Raymond C. Pogge, and 
E. L. MacQuiddy, Sr. 


TOTAL PUSH THERAPY WITH ISOCARBOXAZID .......................0045 
Marjorie G. Morrison and Henry A. Weitz 


NEW CONVULSANT ANESTHETIC AGENTS 
Emerick Friedman 


Harry F. Darling, Gerrard H. Hess, Angelito C. Capistrano and 
Mathilde G. Hoermann 


EDITOR 
112 North Boulevard, Galveston, Texas 


Titus H. Harris, M.D. 


MANAGING EDITOR 
George Bisgeir, B.S., LL.B. 


New York, New York 
ASSOCIATE EDITORS 


A; Bensett, Berkeley, California Frank H. Luton, M.D.._____Nashville, Tennessee 
Francis J. Braceland, M.D._-_._--_Hartford, Conn. Wm. Malamud, M.D " Boston, Mass. 
Franklin G. Ebaugh, M.D.------ Denver, Colorado Karl A. Menninger, M.D.______-__ Topeka, Kansas 
Milton H. Erickson, M.D._------ Phoenix, Arizona Hans H. Reese, M.D.________ Madison, Wisconsin 
Hamilton Ford, Gaiveston, Texas y Siegal. WD 

Walter Freeman, M.D.__----Los Altos, California ew York, New York 
A. Hauser, M.D. Houston, Texas Harry Cc. Solomon, M.D.........-4 Boston, Mass. 
Louis J. Karnosh, M.D._-----_--- Cleveland, Ohio S. Bernard Wortis, M.D.________ New York, N. Y. 


YEARLY SUBSCRIPTION $10.00 


Foreign Subscription $11.50 


360 
| 
— 
| 

| 

AP 
3 
‘3 

$ 
378 

oh 
92 
3 
} 

| 

395 

398 

¥ 


AN OFFICIALLY APPROVED INSTRUMENT 
WHICH HAS ALSO WON POPULAR APPROVA 


UNEQUALLED EASE 
OF OPERATION 


in 
A.C. SHOCK THERAPY 


SAFE 

The Mot-ac 0, provides the highest degree of complete electrical 
isolation, by far exceeding official code requirements, to assure the 
maximum in safe operation. 


EFFECTIVE 

Clinical results have been uniformly excellent. Side effects are auto- 
matically reduced. The MoL-ac 11 is acclaimed internationally by lead- 
ing physicians and institutions. 


AUTOMATIC 
The Mot-ac 11 provides a highest initial current to initiate seizure 
ttern with an automatic reduction to safe low voltage in every case. 
nstantly and automatically re-set for repeated treatments. With the 
MoL-ac 1, doctors report they are now certain of full seizure each 
treatment even with large doses of muscle relaxants. 


EASY TO USE 

Controls are simplified — one 3-position current intensity dial and 
one treatment switch. Just plug in ordinary AC current and the MoL-ac 
11 is ready for immediate use. The Mot-ac 11 has a handsome walnut 
case. Attractively priced at $100.00 complete with finest physician’s 
bag of genuine leather and attachments. 


DURABLE 
Ingenious design with only one moving part. Remarkable freedom 
from service requirement. 


Reiter leads in progressive research. 


REUBEN REITER, Se.D 
64 WEST 48th STREET, NEW YORK 36, N. Y. 
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an element of depression plays an 
insidious etiologic or complicating role. 


“‘Ganeues of its efficacy as an antidepres- 

sant, coupled with its simplicity of usage, 

‘Tofranil i is admirably adapted to use in the 
home or office in these milder “depression- 
complicated” cases. 


1 many mild disorders 


complicates the picture 


| 
wi 
re t is always wise to recognize that depres- ee 
ofranil may speed recovery in “hypochon- 
ig inexplicably prolonge d: in chronic illness Pie 
with dejection: in the menopausa patient ee ae 
whose emotional disturbances resist. 
hormone therapy: and in many other com: — 
sion may pl 
onmay playapar, 
Detailed Literature Available on Request eo 
lets of 25 Ampuls fo r intramuscular 
administr ation, 25 m sin  sohitic : 
160. Ardsley. NewYork @ainy 
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Science 
for the world’s 
well-being 


PFIZER LABORATORIES 
Div., Chas. Pfizer & Co., Inc. 
Brooklyn 6, N. Y. 
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IN BRIEF 


niamip often helps establish rapport with de- 

pressed patients, increases accessibility to psycho- 
therapy, and decreases need for ECT. This | 
effective antidepreseant acts gradually and has a — 
remarkably low incidence of toxicity. 


INDICATIONS: Mild, moderate, and severe 
depressions, whether they occur alone. or with a 
physical ill. 


_ ADMINISTRATION AND DOSAGE: Initially ~ 
as low as 75 mg. of Niamup a day has been given; 
routinely — up to 200 mg. daily. Up to 450 mg. 
a day has been used in some severely regressed 
patients. Dosage should be adjusted to minimum 
maintenance level. Signs of improvement may be 
noted in a few days, but Niamip should be con- 
tinued for 3 weeks or longer to take full advantage 
of its gradual action. 


SIDE EFFECTS: Usually those of central nervous 
system stimulation; often etiptecaed or lessen on 
reduced dosage. 


PRECAUTIONS: Orthostatic hypotension — rare 
on NIAMID alone — may occur when chlorothia- 
i zide compounds also are given. Although NiaMiD 
has proved to be an unusually well-tolerated anti- 
depressant, the possibility of hepatic reactions 
should be kept in mind, especially where there is 
a history of liver disease. In suicidal patients, 
ECT preceding nam therapy may be advisable. 


SUPPLY: Tablets, 25 and 100 mg. 


Detailed professional information is available on 
request from Pfizer Laboratories Medical Dept. 
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NEW! 
FOR YOUR 


nervous 


the -way, 


safe TM. 
synergistic 
calmative 


NON-BARBITURATE 


combination of components 
in low dosage acts synergistically for greater 
therapeutic range and less toxicity*? 


acetylcarbromal 200 mg. acts at the cortical area 


150 mg. affects motor center to produce 


mephenesin 
muscular relaxation 


0.05 mg. depresses overactivity at the 


reserpine hypothalamus 


AMRIL ‘sedates gently to produce daytime calm, 
nighttime rest without that “drugged” feeling 


INDICATIONS: Asa daytime sedative to reduce anxiety and 
tension in patients who show signs of nervousness, 
hyperexcitability and emotional upset; also to induce sleep 

in cases of insomnia. 


DOSAGE: Asa sedative, 1 AMRIL tablet two or three times daily. 
For sleep, 2 tablets before retiring. 


SUPPLIED: Boxes of 50 and 100 tablets. 


REFERENCES: (1) Batterman, R. C., Leifer, P. and Grossman, A. J.: 
The Advantages of a New Combination Sedative Mixture, Am. Pract. & 
Digest Treat. 7:1795 (Nov.) 1955. (2) Kolodny, L. A. and Fuller, R. H.: 
Combination Sedative in Emotionally Disturbed Office Patients, Dis. Nerv. 
System, 21:220 (April) 1960. 
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Roche research 


5 mg and 10 mg 
THE SUGGESSOR TO THE TRANQUILIZERS 


successor in specificity: relieves anxiety, agitation and tension, and 
liberates the patient from destructive fears. 


successor in safety: not encumbered by depression, lacks autonomic 
or extrapyramidal side effects. 


successor in versatility: covers the entire meprobamate area of therapy 
plus a significant portion of the phenothiazine area plus the difficult 
middle ground between the two. 


successor in effect: acts with remarkable promptness; preserves full 
mental acuity; produces a feeling of well-being, increased drive and a 
broadening of interest. 


Consult literature for dosage instructions. 


Published reports on Librium: 1. T. H. Harris, Dis. Nerv. System, 21:(Suppl.), 3, 1960. 
. L. O. Randall, ibid., p. 7. 3. J. M. Tobin, I. F. Bird and D. E. Boyle, ibid., p. 11. 
A. Bowes, ibid., p. 20. 5. J. Kinross-Wright, I. M. Cohen and J. A. Knight, ibid., p. 23. 
H. Farb, ibid., p. 27. 7. C. Breitner, ibid., p. 31. 8. I. M. Cohen, Discussant, ibid., p. 35. 
A 
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9. G. A. Constant, ibid., p. 37. 10. L. J. Thomas, ibid., p. 40. 11. R. C. V. Robinson, ibid., 
p. 43. 12. S. C. Kaim and I. N. Rosenstein, ibid., p. 46. 13. H. E. Ticktin and J. D. Schultz, 
ibid., p. 49. 14. J. N. Sussex, ibid., p. 53. 15. I. N. Rosenstein, ibid., p. 57. 16. D. C. English, 
Curr. Therap. Res., 2:88, 1960. 17. T. H. Harris, J.A.M.A., 172:1162, 1960. 18. G. L. Usdin, 
J. Louisiana M. Soc., 112:142, 1960. 19. I. N. Rosenstein and C. W. Silverblatt, paper read at 
Pan American Medical Association, 35th Anniversary Congress, Mexico City, Mexico, May 2-11, 


1960. 20. K. Rickels, ibid. 21. N. Toll, Dis. Nerv. System, 21:264, 1960. 
LIBRIUM® Hydrochloride—7-chloro-2-methylamino-5-phenyl-3H-1,4-benzodiazepine 4-oxide hydrochloride 
ROCHE LABORATORIES « Division of Hoffmann-La Roche Inc. 
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change anxiety and agitation to serenity 


Serpasil® can often help many of your anxious, agitated patients, whether 
in hospital or private practice. Serpasil raises the emotional threshold to stress 
by a central “damping” effect, probably on the central autonomic mechanisms 
which control psychic and somatic reactions to stress. This stress barrier 
induced by Serpasil often helps change anxiety and agitation to serenity. 


SUPPLIED: PARENTERAL SOLUTION: Ampuls, 2 ml., 2.5 mg. Serpasil per ® 
ml. Multiple-dose Vials, 10 ml., 2.5 mg. Serpasil per ml. Tablets, 4 
mg. (scored), 2 mg. (scored), 1 mg. (scored), 0.25 mg. (scored) and 


0.1 mg. Elixirs, 1 mg. and 0.2 mg. Serpasil per 4-ml. teaspoon. (reserpine CIBA) 


Complete information available on request. 
2/2641MB SUMMIT, N. J.- 
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SQUIBB ANNOUNCES 


once day 
dosage for 
the psychiatric 
patient 


Prolixin 


Squibb Fluphenazine Dihydrochloride 


Prolixin is a new, exceptionally effective behavior modifier with sustained and prolonged 
action for your psychiatric patients. Its extended action, permitting a single daily dose, 


has been thoroughly demonstrated in clinical trials.!.2 


Prolixin is particularly useful in the management of acute and chronic psychotic states 
characterized by agitation, excitement, explosive behavior and turbulence —in such 
conditions as schizophrenia, mania, psychoses due to organic brain disease, and senile 


psychoses. 


Providing lowered toxicity and maximum economy, Prolixin not only elicits a greater 
therapeutic response but also affords improvement in many patients previously refrac- 
tory to other phenothiazines. This is true whether the mental disorder is of short or long 


duration. 


The usual extrapyramidal symptoms encountered with other potent phenothiazine deriv- 
atives have been reported.!-3 Less common effects have been hypotension,’ drowsi- 
ness,> agitation,” restlessness,4 and anorexia.® Side effects have disappeared with 


reduced dosage or temporary discontinuance of the drug.?:5.6 


Dosage: Optimum dosage levels vary from patient to patient and must be de- 
termined individually. Most patients may be maintained on 1 mg.— 5 mg. daily, 
Supply: 1.0 mg., 2.5 mg., and 5 mg. tablets. References: 1. Taylor, I.J.: Clin. Res. 
Notes 2:1 (Aug.) 1959. 2. Morrow, L.L.: Clin. Res. Notes 2:8 (Aug.) 1959. 3. ~- 
Darling, H.F.: Dis. Nerv. System 20:167 (April) 1959. 4. Niswander, G.D., and 
Karacan, I.: Dis. Nerv. System (In Press). 5. Freed, J.E.: Clin. Res. Notes 2:12 
(Aug.) 1959. 6. Weiss, 1|.1.: Clin. Res. Notes 2:12 (Aug.) 1959. 7. Stevenson, L.E.: 
Clin. Res. Notes 2:10 (Aug.) 1959. 


“PROLIXIN’ IS A SQUIBB TRADEMARK 
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Squibb Quality— 
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Today thats babysitter with her own. 19 6 
grandchildren. even a generation bef 
she might never have known the joys of 
-* marriage and family. Here is a story shared : 
by thousands who lead active lives today 
because of modern anticonvulsant therapy. 
Rarely has the progress of medicine touched 
so many lives with such drama and humanity. 
Presented here are five distinguished 
anticonvulsants. They can help you give the 
most precious of all gifts: a normal life. 


- Anticonvulsants by Abbott 
PEGANONE® (Ethotoin, Abbott) —A 


hydantoin of exceptionally low toxicity. Indicated 
for grand mal and psychomotor seizures. 
PHENURONE® (Phenacemide, Abbott) —Often 
effective when other agents fail. For grand mal, 
petit mal, psychomotor and mixed seizures. 
GEMONIL® (Metharbital, Abbott)—Relatively 
non-toxic. For grand mal, petit mal, 

myoclonic and mixed seizures symptomatic 

of organic brain damage. 

TRIDIONE® (Trimethadione, Abbott) 
PARADIONE® (Paramethadione, Abbott) — 
Homologous agents. Afford symptomatic control ABBOTT 
of petit mal, myoclonic and akinetic seizures. 
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Why Deprol is the first drug 


to use in depressions 


Clinical reports indicate that many depressions can be 
relieved by Deprol and psychotherapy, without recourse 
to more hazardous drugs or EST. 


Deprol relieves the patient’s related anxiety, insomnia 
and anorexia without danger of overstimulation, 

thus permitting better rapport to be established sooner, 
and facilitating more effective treatment. 


Deprol acts without undue delay. Its effect can be 
determined quickly. If unusual cases require additional 
or alternative therapy, this will be quickly discernible. 


Deprol can be controlled — there is no lag period of 

a week or two over which drug effects continue after 
medication is stopped. In cases where alternative 
therapy may be needed, it can be started at once. 


Deprol is safe — does not produce liver damage, 
hypotension, psychotic reactions or changes in sexual 
function ; does not interfere with other drug therapies. 


Bibliography (11 clinical studics, 764 patients): 


® 

A a 1. Alexander, L. (35 patients): Ch h of d 
Use of meprobamate combined with benactyzine (2-diethyl- 
aminoethyl benzilate) hydrochloride. J.A.M.A. 166:1019, March 
}, 1958. 2. Bateman, J. C. and Carlton, H. N. (50 patients): 
Meprobamate and benactyzine hydrochloride (Deprol) as ad- 


benactyzine So meprobamate iunctive therapy for patients with advanced cancer. Antibiotic 
Med. & Clin. Therapy 6:648, Nov. 1959. 3. Bell, J. L., Tauber, 
H., Santy, A. and Pulito, F. (77 patients): Treatment of depres- 
sive states in office practice. Dis. Nerv. System 20 263, June 


iti j 1959. 4. Breitner, C. (31 patients}: O tal d iods. 
Composition: Each tablet contains Dis. Nerv. System 20-142, (Section Two), Moy 1959. S. Lond- 
1 mg. 2-diethylaminoethy] benzilate man, M. [50 patients}: Choosing the right drug for the 
Konefal, S. H., Henken, B. S., Wood, C. A. and C ia, G. B. 

400 mg. meprobamate. (128 pot Treatment of proses pe and 
ted: -Di hi . Am. Pract. & Di Treat. 10:1525, Sept. 1959. 
scored tablets. (Deprol) in the treatment 
hrenia and senility. J. Am. riotri . 7:656, 3 

Dosage: Usual starting dose is tablet Riches K. ond Ewing, H. (38 patients) Deora in depres 
i iti . Dis. tem ti 
q.i.d. When necessary, this dose may 1959. 9. A. (87 potients): Use of 
be gradually increased up to bomate combined with benactyzine hydrochloride) in the 
° office treatment of depression. M. Ann. District of Columbia 

3 tablets q.i.d. 28:438, Aug. 1959. 10. Settel, E. (52 potients): Treatment of 


depression in the elderly with a meprobamate-benactyzine 
hydrochloride combination (Deprol). Antibiotic Med. & Clin. 
Therapy 7:28, Jon. 1960. 11. Splitter, S. R. (84 patients): The 
core of the anxious and the depressed. Submitted for pub- 
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To control agitation—a symptom that 
cuts across diagnostic categories 


a 


Thorazine’, a fundamental drug in 


brand of chlorpromazine 


psychiatry -— Because of its sedative effect, ‘Thorazine’ is 
especially useful in controlling hyperactivity, irritability and hostility. 
And because ‘Thorazine’ calms without clouding consciousness, 
the patient on ‘Thorazine’ usually becomes more sociable and more 


receptive to psychotherapy. 


SMITH | 
leaders in psychopharmaceutical research LINES 
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Evaluation of Change in Drug-Treated Psychiatric 


Patients 


ARNOLD J. FRIEDHOFF, M.D., GILDA ROSENBLATT, M.S., FRANCES A. LYNN, M.N., 
MURRAY ALPERT, M.S., and S. BERNARD WoRTIS, M.D. 


An evaluation of change in drug-treated 
psychiatric patients is frequently based upon 
observations or tests carried out in a stand- 
ard fashion. An adequate measure of change 
in status should reflect many factors related 
to change and should be reasonably repro- 
ducible by different observers, If, in addi- 
tion, the information can be assembled in a 
quantitative fashion, results can be more 
readily compared and evaluated.’ 

No single measuring instrument meets all 
those requirements. In general, the more 
sensitive approaches are less readily repro- 
ducible and less quantitative. In order to 
combine the features of reproducibly and 
sensitivity, investigators have used differ- 
ent methods of evaluation simultaneously.” 

This study was undertaken as part of a 
program to develop a multifactorial method 
for the evaluation of change in drug-treated 
psychiatric patients. The following five areas 
of psychological function were studied: 


General Clinical Status 


In this report general clinical status re- 
fers to the usual procedure for evaluating 
psychiatric patients by means of a history 
and an examination of physical and mental 
status. Observations involved in this ap- 
proach are usually made during interviews 
with the patient, and also frequently contain 
information derived from observations of the 


From Psychopharmacology Research Unit, De- 
partment of Psychiatry and Neurology, New York 
University Bellevue Medical Center. 


This study is part of a project supported by a re- 
search grant (No. MY-2716) from the National In- 
stitutes of Health, U.S. Public Health Service. 


patient’s function in a ward setting. The 
clinical examiner incorporates a great deal 
of impressionistic data, some of which may 
not lend itself to clear definition, As a re- 
sult, it is often difficult to assess the exact 
areas considered by the examiner in making 
his overall clinical evaluation. 


At the conclusion of a study the general 
clinical status is usually recorded as either 
improved or unimproved. In addition, the 
degree of improvement is frequently modi- 
fied by such terms as slightly or moderately. 
Although the clinical examination may be 
highly sensitive to many subtle factors in- 
dicating change, it is nevertheless only 
grossly quantifiable. In the present study 
patients were evaluated clinically by means 
of a psychiatric examination as described. 


Alterations in Symptoms 


This area of evaluation refers to an ap- 
praisal of changes in psychiatric symptoms 
by means of a standardized rating scale. 
Symptoms such as hallucinations, delusions, 
psychomotor retardation and other similar 
disturbances are evaluated and scored on the 
rating scale by a clinician or other observer 
at the termination of a clinical examination. 


Data in this form is more readily quantifi- 
able than from the clinical examination. On 
the other hand, it is less sensitive to subtle 
changes occurring from one interview to the 
next and reflects little of the effects of the 
illness on performance not specifically delin- 
eated in the rating scale. In this study the 
Lorr Multidimensional Scale for Rating Psy- 
chiatric Patients’ was used. 
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Performance on a Standard Task 


It has been well established that psychia- 
tric illness can affect many areas of func- 
tion not specifically related to the symptom- 
atology of the disorder.’ These areas of func- 
tion, however, are not ordinarily rated in 
standard evaluation procedures such as those 
mentioned above. 

Performance data can usually be obtained 
in highly quantitative form. A further ad- 
vantage is that this data reflects areas of 
psychological function not usually incorpo- 
rated in the clinical evaluation or in the 
symptom rating scale. One such task which 
reflects the effects of psychiatric disturb- 
ance is the intelligence test. 

A pilot study done with a group of pa- 
tients prior to the present study indicated 
that the Wechsler - Bellevue Intelligence 
Scale, Form I,* was a suitable instrument for 
measuring changes in drug-treated patients. 
It was found that these changes were re- 
flected primarily in the four subtests, Com- 
prehension, Similarities, Picture Completion 
and Digit Symbol. These subtests were ad- 
ministered in the present study. 


Approach to a Task 

As used in this study, this area of evalua- 
tion refers to the mental set with wh:ch the 
patient approaches a task. This was evalu- 
ated in order to determine the relationship 
of change in mental set to change in per- 
formance. It was felt that improvement in 
performance would in part be a result of 
change in mental set. A Task Behavior 
Scale (TBS) devised by one of us (G.R.) 
was employed to measure the patient’s ap- 
proach to the Wechsler-Bellevue Intelligence 
Scale. 

TASK BEHAVIOR SCALE 

1. COOPERATION: 


0—Good: No urging needed 
1—Fair: Little urging 

2—Poor: Much urging 

3—Very Poor: Refuses completely 


2. GRASP OF INSTRUCTIONS 


0—Good: Understands quickly 

1—Fair: Occasional repetition and correction re- 
quired 

2—Poor: Constant repetition and correction re- 
quired 


3—Very Poor: Unable to understand 
3. MANNER: DURING TEST 


0—Good: Relaxed and interested 
1—Fair: Uneasy (or) shows some annoyance 
2—Poor: Distressed (or) competitive and tense 
3—Very Poor: Distressed and withdrawn (or) 
hostile and abusive 
4. ATTENTION TO TASK 


0—Good: Complete attention 
1—Fair: Usually attentive 
2—Poor: Attention limited and wandering 
3—Very Poor: Complete inattention 
5. ABILITY TO EVALUATE OWN PERFORMANCE 
0—Good: Consistent with objective performance 
1—Fair: Somewhat inconsistent with objective 
performance 
2—Poor: Grossly inconsistent with objective per- 
formance 
3—Very Poor: No recognition of quality 
6. RAPPORT 
0—Good: Friendly, easy accord 
1—Fair: Reserved 
2—Poor: Strained, infrequent accord 
3—Very Poor: No inter-personal contact 


Spontaneous Performance 
Of Everyday Behavior 

Patients can sometimes mobilize them- 
selves for a testing session, but often cannot 
sustain the level of performance achieved 
during the testing period. It is necessary, 
therefore, to develop methods for evaluating 
spontaneous behavior which will reflect the 
patient’s usual performance. This area is 
being studied at the present time and will 
not be discussed in the present report. In 
this study, therefore, several approaches 
have been used to measure changes both in 
the symptoms of psychiatric syndromes and 
in some related types of performance. 


Procedure 


Selection of Subjects 

Subjects were selected for this study by 
screening all new admissions to the dis- 
turbed and semi-disturbed adult wards of 
Bellevue Hospital, Psychiatric Division. Sub- 
jects were included in the study according 
to the following criteria: 


1. Unequivocal diagnosis of schizophrenia made in- 
dependently by two psychiatrists. 

2. Between 18 and 60 years of age. 

3. No history of excessive use of alcohol. 

4. No use of drugs up to two weeks prior to ad- 
mission. 
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5. No evidence of illness other than schizophrenia. 
6. Ability to cooperate in all test procedures. 


Thirty patients were selected, 7 males and 
23 females, between the ages of 19 and 54 
(mean age: 33.8 years). See Table I for 
a more detailed classification. 


Method of Treatment 

All patients selected were placed on pla- 
cebo for a period of three to seven days to 
establish a base line of vital signs and so- 
matic complaints. One-third of the patients 
were then treated with SKF #5354, one- 
third with SKF +6023, and one-third with 
placebo. Both active drugs are phenothia- 
zine derivatives with effects similar to those 
of chlorpromazine. The daily dose range 
for patients receiving SKF #5354 was be- 
tween 75 mg. and 225 mg. and for patients 
on SKF #6023, between 3 mg. and 25 mg. 

In a simultaneous but independent study, 
SKF #5354 was found to be a highly effec- 
tive drug in the treatment of schizophrenia, 
SKF +6023 was less effective, and placebo 
least effective. The two drugs and the pla- 
cebo provided a useful range of response 
from marked improvement to no change. 
Therefore, for the present study, results 
from all three treatments were pooled prior 
to analysis. 

Further details on the administration of 
these drugs will not be presented here since 
this paper is a report on methods of evalua- 
tion of change in drug-treated patients and 
not a study of the particular drugs used. 


Method of Evaluation 
The clinical status of each patient was 


evaluated by a psychiatrist before and dur- 
ing treatment. The following categories were 
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used to designate changes in clinical status: 

Improved: Changes in condition ranging 
from complete or nearly complete remission 
of all symptoms to partial remission of 
symptoms which appreciably altered the 
status of the patient or lessened the care 
necessary. 

Unimproved: (1) no perceptible change in 
the patient’s condition; (2) slight improve- 
ment which did not alter the status of the 
patient, nor lessen his care; (3) exacerba- 
tion of illness and increased difficulties in 
management. 


The patients were evaluated by a second 
psychiatrist and a nurse, using the Lorr 
Scale. The psychiatrist completed the first 
section of the scale and, independently of his 
ratings, the nurse completed the ward ob- 
servation section. These ratings were made 
independent of the first psychiatrist’s clini- 
cal impressions, 

The four subtests of the Wechsler-Belle- 
vue Intelligence Scale—Comprehension, Sim- 
ilarities, Picture Completion and Digit Sym- 
bol—were administered to each patient by a 
psychologist before and after treatment. The 
psychologist also evaluated each patient’s 
approach to these tests by means of the 
TBS. The double-blind method was used 
throughout, 


Results 


Based on the clinical evaluation, the pa- 
tients were divided into two groups—im- 
proved and unimproved. As a result of all 
three treatments, SKF +5354, SKF #6023, 
and placebo, 16 patients improved and 14 
patients were unimproved. Average age, sex, 
diagnosis, and mean duration of treatment 


TABLE I 
Classification of Patients 


Sex 
DIAGNOSIS 
Paranoid 
Undifferentiated 
Schizo-Affective 
Duration of Treatment (Mean Days) ..................... 


Improved Unimproved 
16 14 

4 Male 12 Female 3 Male 11 Female 
33.9 (Range 19-54) 33.5 (Range 21-52) 
4 Acute 5 Chronic 2 Acute 9 Chronic 

” ” 3 ” 

21.3 (Range 14-31) 21.9 (Range 11-61) 
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were similar for both the improved and un- 
improved groups. Table I is a classification 
of the patients in each group according to 
the usual criteria. 

A summary of the results on each of the 
tests that were used for evaluation will be 
found in Table II. It will be noted that ini- 
tially there were no significant differences 
on any of the tests between those subjects 
who ultimately improved clinically and those 
who remained unimproved clinically. At the 
end of treatment, however, a significant dif- 
ference was found between the change scores 
of the improved patients as compared with 
those of the unimproved patients on the Lorr 
Scale, the TBS, the total score of the four 
Wechsler-Bellevue subtests, and three of the 
subtests themselves. The change scores on 
the Similarities test for the improved group 
was not significantly different from those of 
the unimproved group. This subtest, there- 
fore,, did not significantly reflect a change 
coinciding with improvement as measured 
clinically. 

We were interested in determining whether 
any of the tests reflected decrements which 
might be attributable to drug toxicity. In 
order to evaluate this possibility, the unim- 
proved patients were divided into two groups 
according to whether they received active 
drug or placebo. These groups were then 
compared on the basis of results obtained on 
each test. Our reasoning was that if toxic 
effects were reflected in any of the tests, the 
scores of the unimproved drug-treated pa- 
tients should increase less or decrease more 
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after treatment than those of the unim- 
proved placebo patients. 

Table III demonstrates that there is little 
to support this hypothesis. Statistical analy- 
sis of the data shows that none of the scores 
of the unimproved drug group are signifi- 
cantly different from those of the unim- 
proved placebo group. A similar comparison 
with improved patients was not possible 
since only one patient showed any appreci- 
able improvement on placebo. 


Discussion 


Results found in this study demonstrate 
that the Lorr Scale, the TBS, and three of 
the four subtests of the Wechsler-Bellevue 
Scale can significantly discriminate between 
improved and unimproved patients evaluated 
from the clinical viewpoint. 

Although there may be some overlap, each 
of these tests evaluates a somewhat different 
aspect of the patient’s performance. It is 
felt, therefore, that an appraisal of the pa- 
tient from each of these standpoints will pro- 
vide a more balanced approach to the evalua- 
tion of drug treatment than is possible with 
any single test. Results from the TBS, which 
reflects the patient’s approach to a standard 
task, suggest that a great deal of the im- 
proved performance on the Wechsler-Belle- 
vue subtests is the result of an improved 
approach to the tests. 

It has been previously established that 
psychiatric disturbances affect intelligence 
test performance.‘ In the present study it 
was demonstrated that improvement in psy- 


TABLE II 
Summary of Test Results on Improved and Unimproved Patients 
Treated with SKF +5354, SKF +6023 or Placebo 


INITIAL SCORES CHANGE SCORES 
Improved Unimproved Improved Unimproved 
N: 16 N: 14 N: 16 N: 14 
Mean S.D. Mean S.D. ed Mean S.D. Mean S.D. i ag 

47.6 13.9 42.7 10.1 NS 25.9 19.1 3.9 9.2 .001 
Wechsler-Bellevue 

Comprehension ........................ 5.4 2.6 6.5 2.8 NS 3.8 2.4 1.8 2.8 .05 

8.3 3.5 8.1 NS 2.0 2 0.7 2.9 NS 

Picture Completion .................. 6.0 4.6 tA 3.6 NS 3.0 1 By 1.2 2.5 .05 

CO 4.6 3.6 is 4.9 NS 3.8 3.3 0.6 2.0 

24.3 11.5 29.0 13.2 NS 12.6 6.0 4.3 8.6 .O1 

8.5 4.1 6.0 4.2 NS 5.1 35 1.8 2.9 -O1 


*Probabilities of .05 or greater are reported. All others are shown as NS (not significant). 
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chiatric status results in improved perform- 
ance on three subtests of the Wechsler-Belle- 
vue. This does not signify that patients 
have increased intelligence as a result of 


A Comparison of Unimproved Drug and 
Placebo Treated Patients 


Drug Group Placebo Group 

Mean Values MeanValues 
No: 5 N: 9 
g 
8 
3 2 3 2 
5 
Lorr Scale 41.8 1.8 43.2 5.0 
Wechsler-Bellevue 

Comprehension 6.4 2.0 6.6 a eg 
Similarities 8.2 0.6 8.1 0.8 
Picture Completion 6.2 2.2 0.7 
Digit Symbol 7.4 1.8 7.2 —0.1 
Total 28.2 6.6 29.6 
TBS 6.0 2.4 6.0 1.3 


treatment. Rather, as shown by the results 
of the TBS, their ability to cooperate with 
the examiner and to apply themselves has 
been heightened by an improvement in psy- 
chiatric status. 

Some investigators have reported only 
slight increments® or decrements® in per- 
formance as a result of tranquilizing drug 
treatment. However, this disparity in re- 
sults probably reflects a difference in the 
type of subject chosen and the kind of drug 
used by each investigator. It should be noted 
that our subjects were good candidates for 
drug treatment and over 50 per cent of the 
entire group improved considerably as a re- 
sult of this therapy. 

The data from the present study suggests 
a useful, simple and successful method for 
the evaluation of psychotropic drugs. It in- 
volves (1) random assignment of patients 
to either a drug or placebo group, (2) use 
of double-blind methodology, and (3) evalu- 
ation of patients by means of clinical im- 
pression, the Lorr Scale, three subtests of 
the Wechsler-Bellevue Scale, and the TBS. 
Each instrument should be administered by 
a different person and the results should be 
obtained without knowledge of the results 
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found by other investigators. In our study, 
results from these various approaches con- 
firmed one another. The quantitative and 
semi-quantitative nature of the tests used 
in this study also make it possible to com- 
pare results from independent studies. 


Summary 


1. Thirty schizophrenic patients were 
treated with either one of two experimental 
drugs or with placebo. 

2. Prior to initiation of treatment and at 
termination of treatment, each patient was 
evaluated clinically and by means of the 
Lorr Multidimensicnal Scale, four subtests 
of the Wechsler-Bellevue Intelligence Scale, 
and a Task Behavior Scale. 

3. All the tests used, except the similari- 
ties test of the Wechsler-Bellevue Scale, sig- 
nificantly reflected a change in status when 
compared with the clinical evaluation. 

4. This multifactorial method of evalua- 
tion provides a sensitive, quantitative proce- 
dure for evaluating changes in drug-treated 
psychiatric patients. 


Acknowledgment: The authors wish to express 
their appreciation to Mrs. Muriel Henderson for 
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Practice of Psychiatry in a Medium Size Community 


PETE C, PALASOTA, M.D. 


Many questions arise when we hear of one 
of our colleagues going into a small com- 
munity to practice psychiatry. Right away, 
we want to know why he is going to such a 
small place. We also want to know if it is 
large enough to support a psychiatrist. Does 
he have proper facilities for the care of pa- 
tients. Will he be accepted in the commu- 
nity? What sort of person is he? What 
kind of training does one need prior to em- 
barking on such a venture? I would like to 
cescribe my experiences in two communities, 
one with a population of about 45,000 and 
the other having a population of some 70,- 
000. There have been many similarities in 
these two practices that have been strikingly 
noticeable, at times amusing and certainly 
worth an attempt to chronicle. The subject 
matter of this presentation may be neither 
new, revolutionary, or earth shaking, but, 
perhaps, will be stimulating. 


First of all, it is not new because the prac- 
tice of psychiatry remains essentially the 
same in a small community as in a larger 
one. As for the techniques that are employed, 
they are identical. It is not new because 
inroads have been well paved by many of 
our colleagues who pioneered the practice of 
psychiatry in the small communities. Men 
such as Blocker Joslyn in Atlanta, Texas, 
Pat Hogan in Bristol, Tennessee, Tom Hall 
in Macon, Georgia, Ed Grice in Odessa, 
Texas, and George Constant in Victoria, 
Texas, are only a few of the many psychia- 
trists with interest and daring enough to 
leave the large city with its gleaming cit- 
adels of medicine to carry the cause of psy- 
chiatry to the hinterlands—to the small com- 
munity. 

The practice of psychiatry in a small com- 
munity is not revolutionary because, as I 
have said, no new techniques have been de- 
veloped in many years. However, with an 
apparent increase in the number of beha- 


Read at the Annual Meeting of the Southern Psy- 
chiatric Ass’n, Oct. 1959. 


vioral and adjustment problems that have 
developed within our complex culture as com- 
pared to the former large percentage of neu- 
roses and psychoses our present long ac- 
cepted therapeutic techniques may need re- 
vision, I am sure that many of you find 
that some of the techniques developed in 
the Victorian era simply do not adequately 
solve the problem as it has evolved today. 
Strict Freudian analysis cannot meet all the 
demands of mental illness and never was in- 
tended to do so. Perhaps in time part of this 
problem will be solved by this pioneer—this 
“general psychiatrist” as it were. It is en- 
tirely possible that as a result of this re- 
turning to small communities and helping to 
meet the problem where it begins as well as 
the possibility that our culture will outgrow 
scme of our previous concepts that a new 
approach to many of these problems will 
develop. 

Lastly, this subject matter is not earth 
shaking because it is a natural development 
brought on by the necessities of this culture 
which is so complex and rap:dly changing. 
The changes are inevitable because we, as 
psychiatrists, have not found the answer to 
satisfy the magnitude of the problem of men- 
tal health, and we are still groping for an- 
swers. Only with daring enough to try some- 
thing new may we find answers. 

What do you suppose happens when a new 
psychiatrist moves to town, the first one in 
a small community? Interesting things, I 
assure you and with amusing analytical over- 
tones. I noticed in both communities a sort 
of initial rallying around the new psychia- 
trist of what I call “do gooders’”—people 
trying either to impress the psychiatrist or 
with some particular ax to grind. It has 
been interesting also that many of these peo- 
ple wind up coming to the office as patients 
later. This group is usually followed by an 
inquisitive group of people who want to see 
what a flesh and blood psychiatrist really 
looks like. Some of them are disappointed 


because he is not at all like the one on tele- 
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vision or in the movies, and a few are glad 
that he is not, although most of them, with- 
out realizing it, project the same magical 
powers to him as to the actor on TV. I have 
had more than one patient enter my office 
and seriously ask me, “Where is your 
couch?” JI have had many patients come 
into the office and ask for “some of that 
truth serum so I can see what is wrong.” 
With the steady bombardment that the pub- 
lic is getting about hypnosis, there is hardly 
a day goes by but that someone doesn’t come 
in wanting to be hypnotized and have all 
their difficulties magically removed. 

By the time the inquisitive have come and 
gone, the people who are interested in psy- 
chiatry because it is a “fad” begin making 
their presence known. These, of course, are 
not too difficult to spot, and, following closely 
behind, are the people really in need of psy- 
chiatric help. This occurs when they begin 
to hear some good things about the new 
psychiatrist, when they begin having less 
of the feeling of the stigmata which are usu- 
ally attached to mental illness, This can be 
very marked in a small community. These 
groups overlap and, though they are not 
hard to separate, it generally takes a couple 
of years to know the community and, inci- 
dentally, for the community to know the 
psychiatrist and be able to depend on him. 

Also in this interval, the many facets of 
a small community such as the social, eco- 
nomic, and cultural strata can be more easily 
distinguished than they can in a large com- 
munity. Local community pride and esprit 
de corps sometimes become closely inter- 
mingled within the social and cultural parts 
of this community. I am sure that men in 
larger cities are aware of these things, but 
on the miniature scale of a small community 
one can see the machinery in operation and 
the people who run the machinery. 

The problem of referrals in a small com- 
munity is important, and it behooves the 
new psychiatrist to have a broad background 
in what I call “general psychiatry.”’ He must 
be ingenious and, at times, diplomatic. After 
all, the referring physician wants help for 
his patient, not a beautifully written ana- 
lytical report ending with the statement that 
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the prognosis is poor, and, therefore, the pa- 
tient cannot be helped. I remember one 
case that was sent because of intractable ab- 
domina] pain. The simple process of doing 
a pelvic exam revealed a mass in the cul de 
sac. The problem of how to be diplomatic 
with the referring physician was an imme- 
diate one and, I am happy to say, worked 
out smoothly in this case. Part of the job 
of the psychiatrist is in educating the refer- 
ring physician or physicians in his area as 
to what can and what cannot be treated. 
This, in the long run, is a great help to the 
psychiatrist as well as helping the patient 
and the referring physician, Surprisingly 
enough, many referring physicians will not 
send patients to any specialist who does not 
refer the patient back home when the treat- 
ment is finished and, consequently, may re- 
fer patients as far away as he possibly can 
so that they will be sure to come back home. 
Helping the referring physician to under- 
stand realistic goals in treatment rather 
than having either the patient or the doctor 
think in terms of some magical power which 
will cure the patient again helps all con- 
cerned. This willingness to be realistic and 
help the patient and referring physician be 
realistic is not to be confused with willing- 
ness to try to help anywhere needed be the 
prognosis good or bad. The referring phy- 
sician many times will tell the patient, “This 
psychiatrist that I am going to send you to 
can get you well very easily.” Or, he may 
say something like, “I am going to send you 
to a specialist.” Many times I have had 
the feeling that anybody fifty miles away 
from home, practicing medicine is a special- 
ist, and patients come with exactly that at- 
titude. 

The psychiatrist in a small community, in 
addition to medical and psychiatric duties, 
is called on to participate in many civic and 
educational duties. For instance, he is asked 
to participate on panels, make speeches, ap- 
pear on programs of various types, and to 
help in planning these programs. This may 
be ego satisfying since he now is an author- 
ity in the community although a certain 
amount of humility will never do him any 
harm, He, of course, will wind up doing 
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school examinations on problem children, 
work with local law enforcement authorities, 
alcoholics and their programs, and many 
charity groups. This tremendous drain on 
his time and energy does not allow much 
time to devote to cultural and social activi- 
ties, but, these, too, are very important for, 
surprisingly enough, patients want their 
physicians to be well thought of in the com- 
munity. The difficulty in socializing with 
patients in psychotherapy is well known 
and, of course, is to be avoided. 

However, something else can happen in a 
small community that many times lends it- 
self to important analytical work with the 
patient in therapy. I, for instance, have had 
more than oné patient indicate that he was 
glad to know that his therapist was human 
and liked to enjoy himself occasionally. Va- 
rious patients, because of the stigma of 
treatment in a small town, want to be ig- 
nored when they are seen publicly by the 
therapist while other patients, either in an 
attempt to dilute therapy or in trying to 
curry favor or be part of the new fad that 
is developing, want to be recognized socially. 
Again, these things may lead to very impor- 
tant therapeutic work. 

The care of the mental health of any com- 
munity falls into one of four large cate- 
gories. I am sure that these categories are 
the same that occur in a city or a larger com- 
munity, but they seem to stand out in bolder 
relief in the small community. The first of 
these is handling the “cold patch” cases— 
the chronically debilitated individuals who 
need immediate supportive care but cannot 
be expected to be ‘“‘cured” for any prolonged 
length of time. These are what I call the 
malignancies of psychiatry, and the allevia- 
tion of immediate mental pain and suffering 
in the patient as well as the family is the 
therapeutic goal. A considerable amount of 
this cold patch treatment must be done if 
you are the only psychiatrist in the area. 

The second category of patients in treat- 
ment are those requiring long range care. It 
most frequently is a psychotherapeutic en- 
deavor which may not bear fruit for many 
months or even years. This can be very dis- 
couraging to people who expect magic. It 


frequently takes a lot of educating. This 
has occurred to me twice with local people 
wanting to develop a mental health clinic. 
Their feeling was that this wonderful new 
clinic would cure all the mental ills of the 
community including delinquency, addiction, 
marital problems, and other psychiatric ill- 
nesses the minute the door opened. Once 
these people understood that a mental health 
clinic had several goals for care of the com- 
munity they were able to see also that just 
opening the doors of such a building does not 
necessarily mean that the problem is solved. 
They become allies and helpers rather than 
star gazers and do gooders. 

A third category is the preventive aspect 
of mental illness with all its implications for 
the future and the development of better 
methods of treatment. 

The fourth closely related category has to 
do with an educational program to help the 
community understand the what, how, and 
why of mental illness, thereby again remov- 
ing much of the stigma attached to mental 
illness. These categories, of course, overlap 
greatly. It is the responsibility and the 
pleasure, actually, of the psychiatrist in a 
small community to implement these various 
procedures for his community, something 
again that his colleague in the larger city 
may have difficulty doing because of the 
bulky administrative problem that ensues. in 
the large community. 

Now, what are the therapeutic tools nec- 
essary if the psychiatrist would take care of 
the community’s emotional needs?? The 
backbone of his treatment must start with a 
thorough training and experience in general 
psychiatry. There will be patients who need 
and should have the benefit of analysis. 
There will be other patients who will need 
long term psychotherapy. Other patients, 
who are intellectually unable to understand 
therapy, will need supportive care only. Good 
training in dynamic psychiatry is imperative 
with adequate control and supervision with 
both long and short term patients and the 
handling of these patients. It is very im- 
portant, I repeat, that the psychiatrist be 
well enough trained to recognize and set 
goals in treatment. His own analysis is im- 
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portant and helpful whenever possible. Ade- 
quate and proper handling of marital prob- 
lems and the problems in forensic psychiatry 
that arise must be part of the background 
and training. It is very difficult to be a “talk- 
ing doctor” only, so that the armamentarium 
is not complete unless the psychiatrist has a 
good background in the physical therapies 
such as electroconvulsive treatment, insulin 
treatment, metrazol, and combinations of 
these treatments. The shock treatments 
should be learned thoroughly with sufficient 
duration and rotation through an intensive 
treatment unit to be able to follow various 
types of patients. It is imperative also that 
the psychiatrist know when not to treat. 
Keeping pace with new drugs and new de- 
velopments is of utmost importance so that 
refresher courses and meetings become ne- 
cessities. Training in neurology, neuro- 
anatomy, forensic psychiatry, and experi- 
ence enough to know when to refer a patient 
for possible lobotomy are very important. A 
working knowledge of electroencephalogra- 
phy many times comes in handy in diagnos- 
ing and handling convulsive problems and 
differentiating these from hysterical or other 
psychiatric pictures. Many times, the pa- 
tient is referred with a psychiatric history 
only to wind up having a brain tumor, cen- 
tral nervous system infection, or some trau- 
matic difficulty that will need diagnosis and 
treatment. 

Economics of practice in a small commu- 
nity is very important. The fact that many 
patients may be treated with ambulatory 
shock treatment I believe is something that 
we have forgotten. While it is convenient 
to have the patient in a hospital, many times, 
because of the financial burden and because 
the family had rather take care of the pa- 
tinet themselves this financial burden can be 
relieved by treating the patient on an out- 
patient basis. I think it is wise always to 
start treatment in a hospital setting, and as 
soon as the patient is able to be home he 
should be treated on an ambulatory basis. 
It is a well known fact that if the patient 
cannot pay the large hospital bill he will cer- 
tainly not have money to pay the physician. 
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Preceding all this, a psychiatrist should have 
a good background in general medicine. The 
new residency program set up jointly by the 
American Psychiatric Association and the 
National Mental Health Association to train 
general practitioners in psychiatry will prob- 
ably do more to foster good general psychia- 
try than anything else that has occurred in 
the past ten years. 

Obviously no one person can have so much 
information at his fingertips at all times so 
that the psychiatrist should have as part of 
his team, well trained people who can help 
him. I think, too, it is preferable that at 
least two psychiatrists work together in any 
community. This can be a stimulating sit- 
uation for both of them as well as relieving 
some of the pressure of the inevitable rapid 
development of the practice. There is little 
doubt that psychiatrists are in a “seller’s 
market,” and as long as they are willing to 
do work and see people they will be ex- 
tremely busy. The isolation of a solo prac- 
tice is one of the drawbacks. A good clini- 
cal psychologist, I feel, is a must as part of 
the team. He helps in the diagnosing of 
cases. He helps in doing organic studies 
and if adequately trained can do an excel- 
lent job in counseling and psychotherapy. 
Despite the arguments frequently heard 
against the use of clinical psychologists, I 
find that my associations have been fruitful. 
It may be that I have been blessed with an 
unusually good psychologist. As to the ar- 
gument that a psychologist does not know 
clinical medicine, I feel that this is some- 
thing that the psychologist knows himself 
and does not want to treat patients who have 
not been cleared or screened as to physical 
illnesses. The psychologist or psychiatrist 
who starts treatment without organic stud- 
ies is not being fair to himself or the patient. 
Working in a small community is a psychi- 
atrically stimulating and interesting situa- 
tion, and possibly this going back to the hin- 
terlands where we are needed may drive a 
wedge into the socialism which we see de- 
veloping throughout the country. 


Abilene, Texas. 
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The Gorham Proverbs Test 


P. O. O’REILLY, M.B., B.CH., and K. HARRISON, PH.D. 


For some time the authors have been con- 
cerned with the development of a battery 
of objective tests for the screening of psy- 
chiatric cases. Two of these tests (Objec- 
tive Rorschach® and Pfister Colored Pyra- 
mid*) have been reported. More recently 
the test battery was extended by the inclu- 
sion of Gorham’s Proverbs Test,’ which 
seemed to offer a useful objective measure of 
abstraction impairment. This test has both 
an individual clinical form and a multiple- 
choice form capable of group administration 
and clerical scoring. According to its au- 
thor both forms of the test in a controlled 
experiment differentiated normals from 
chronic schizophrenics and organics at the 
.001 level of confidence on the abstract score, 
but not the schizophrenics from the organ- 
ics. He also found that the concrete score 
of the multiple-choice form of the test differ- 
entiated between the chronic schizophrenic 
and organic groups at the .001 level of confi- 
dence. 

It is the purpose of this paper to report 
the results of our use of the multiple-choice 
form of this test on an individual basis as 
part of the test battery administered to con- 
secutive admissions to a mental hospital. 


Description of the Test 


The test was presented in standard form 
and consisted of 40 items with four answers 
each, It was scored by stencil. An abstract 
(Ab) score consisted of the total number of 
correct responses, A concrete (Co) score 
consisted of the number of items marked 
from 18 “concrete” answers. The patients 
were given a booklet containing proverbs 
with the following instructions. “Below are 
some proverbs and you are to indicate what 
they mean. Black in below the letter on the 
answer sheet which is the best answer to 
each proverb; the one which best explains 
what the proverb means.” When the test 
was completed Ab and Co scores were ob- 


From Saskatchewan Hospital, North Battleford, 
Saskatchewan, Canada. 


tained for each patient. The test was pre- 
sented on an individual basis and was part 
of an objective test battery. 


Subjects 


The subjects comprised 67 consecutive ad- 
missions to the Saskatchewan Hospital, 
North Battleford. Diagnosis was made by 
the clinical staff of the hospital in confer- 
ence. The research staff were unaware of 
the clinical diagnosis given on any case un- 
til the testing was completed. The group 
consisted of 30 schizophrenics, 14 other psy- 
chotics, 11 psychoneurotics, and 12 of mis- 
cellaneous diagnosis. Specifically, the other 
psychotic subgroup consisted of six manic 
depressive, one hypomanic, four involutional 
melancholia, one alcoholic psychosis, one 
ep-lepsy with psychosis and one psychosis 
secondary to cerebral emboli. The miscella- 
neous subgroup was composed of six pa- 
tients with a diagnosis of chronic alcoholism 
and six pathological personalities. 


Results 


Taking into consideration the smallness of 
their size the four subgroups (schizophren- 
ics, other psychotics, psychoneurotics, and 
miscellaneous) statistically showed no sig- 
nificant differentiation on age and _intelli- 


TABLE I 


Comparison of Subgroups’ Mean Proverbs 
Test Scores 


Abstract Scores Concrete Scores 


o o 
o 
x 
Schiz/Other Psychotics 2.3 1.57 0.5 51 
Schiz/Psychoneurotics 1.4 51 0.09 .08 
Schiz/Miscellaneous 0.9 35 1.58 1.61 
Other Psychotics/Psy- 
choneurotics 0:9 8.27 0.41 .25 
Other Psychotics/Mis- 
cellaneous 3.2 1.07 1.08 .77 
Psychoneurotics/Mis- 
cellaneous 2.3 .68 1.49 .89 
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gence and were regarded as comparable for 
the purpose of an analysis of the test results. 

The means and standard deviations of the 
abstract and concrete scores of the different 
subgroups were calculated and the “t’’ test 
was applied to see if there was any signifi- 
cance in the variations. No significant dif- 
ference was found between the means of the 
different subgroups. 

Gorham established cutting points and 
norms for use with the proverbs test based 
on intelligence groups arranged according to 
scores on the word knowledge test of the 
A, F. Airman Classification Battery.’ Such 
treatment of the data was necessitated by 
the high correlation between intellectual 
level and performance on the proverbs test. 

These cutting points have been applied to 
intellectual levels on the Wechsler-Bellevue 
intelligence scale, Form 1 comparable to 
Gorham’s on the word knowledge test and 
roughly equivalent to the upper quartile, 
middle half and lower quartile in a distribu- 
tion of normal subjects, and their usefulness 
for diagnostic purposes has been examined. 
The scores of 16 normals all of whom except 


TABLE II 
Application of Gorham’s Cutting Points 
to Scores of Various Subgroups 


Z ae 0% AS 

HIGH INTELLIGENCE 

(W.K.: 7-9 stanines) 

(W-B: I1.Q. 111 and over) 

Ab>26 and Co<2 13 2 1 1 


Ab<26 and/or Co>2 2 3 3 rE 4 
MIDDLE INTELLIGENCE 
(W.K.: 4, 5, 6 stanines) 
(W-B: I.Q. 91-110) 
Ab>15 and Co<4 1 5 a f 3 
Ab<15 and/or Co>4 4 4 i BL 
Low INTELLIGENCE 
(W.K.: 1-3 stanines) 
Ab>12 10 2 2 2 
Ab<12 6 i 
Combined Subgroups 
Predicted Classification 
Normal range a AG 6 
Schizophrenic range 2 13 8 


146 6300614 «©6111 «412 
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one are of high intelligence, are also shown 
for comparison. 

It is seen from Table II that although the 
use of these cutting points correctly places 
14 of the 16 normals (87.5%) in the normal 
range it shows poor discrimination with the 
psychiatric subgroups. It also places in the 
normal range 17 of the 30 schizophrenics 
(57%), six of the 14 other psychotics 
(43%), seven of the 11 psychoneurotics 
(64% ) and six of the 12 in the miscellaneous 
subgroup (50% ). 

Gorham also gives clinical norms for the 
multiple-choice form of the test based on 
percentiles derived from the abstract and 
concrete scores of his normals and chronic 
schizophrenics, and not taking into consid- 
eration intellectual status.” 

Comparing the scores of our patients on 
the norms for abstract scores shows that 
73 per cent have scores below the median . 
score of the normals (Table III), and 68.5 
per cent have scores above the median score 
of the chronic schizophrenics (Table IV) ; 
and of the norms for Concrete Scores 71.5 
per cent have scores below the median score 
of the normals (Table V), and 65 per cent 
have scores above the median score of the 
chronic schizophrenics (Table VI). 

Although the patients generally score 
lower abstract and higher concrete scores 
than Gorham’s normal sample they show a 
wide scatter in all subgroups and the norms 
give insufficient discrimination for the raw 
scores of the multiple-choice version of the 
test to be used for diagnostic screening. 


TABLE III 
Distribution of Subgroups’ Abstract Scores 
Compared with Normals on the Clinical 


Norms 
Normals Admissions to Mental Hospital 

of 2.8 85 BSF 

<A, nae SS <a, 
95th and over 5 1 0 0 0 1 1.5) 
75th to 95th 20 ui! 1 2 0 4 6.0) 27 
50th to 75th 25 6 2 1 4 13 19.5) 
25th to 50th 25 9 3 1 5 18 27.0) 
5th to 25th 20 16 «6 5 i 22 33.0) 73 
Below 5th > 63 2 2 2 9 13.0) 

N 30 14 11 12 67 100.0 
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TABLE IV 


Distribution of Subgroups’ Abstract Scores 
Compared with Chronic Schizophrenics on 


the Clinical Norms 


Admissions to Mental Hospital 
Admissions to Mental 


Chronic Schizophrenics Hospital 
n 
95th and over 5 1 #1 #1 #0 8 4.5) 
75th to 95th 20 10 2 2 5 10 28.0) 68.5 
50th to 75th 25 11 4 4 3 24 36.0) 
25th to 50th 25 5 5 2 1 18 ~= 19.0) 
5th to 25th 2 2 8.0) 31.5 
Below 5th 5 1 1 0 1 3 4.5) 
N 30 14 11 12 67 100.0 
TABLE V 


Distribution of Subgroups’ Concrete Scores 
Compared with Normals on the Clinical 


Norms 


Admissions to Mental Hospital 
Admissions to Mental 


Normals Hospital 
2 
32 .3 $3 188 = 
On, na On we < 
95th and over ) 
75th to 95th ) 28.5 
50th to 75th 50 5 4 6 19 ) 
25th to 50th 25 6 1 0 3 620 15.0) 
5th to 25th 20 18 7 6 2. Soe 49.0) 71.5 
Below 5th 5 2 a 1 1 5 7.5) 
N 30 14 11 12 67 100.0 
TABLE VI 


Distribution of Subgroups’ Concrete Scores 
Compared with Chronic Schizophrenics on 
the Clinical Norms 


Admissions to Mental Hospital 
Admissions to Mental 


Chronic Schizophrenics Hospital 


Bo Re OS A 
Of am ae SS 
95th and over ws 18.0) 
75th to 95th F 38 2 
50th to 75th 25 8 4 2 2 15 22.0) 
25th to 50th 10 4 a 628 27.0) 
5th to 25th 20 2.0 2 @ 2 3.0) 35 
Below 5th 5 1 1 0 1 =! 5.0) 
N 30 14 11 12 67 100.0 
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Product moment correlations were calcu- 
lated for both the proverbs abstract and con- 
crete scores with each other and with vari- 
ous Wechsler-Bellevue intelligence test as- 
sessments, 

The high negative correlation between the 
abstract and concrete scores supports Gor- 
ham’s contention that his test measures two 
opposite aspects of the same intellectual 
process' (Table VII). His finding that ab- 
stract scores on the test correlate highly and 
positively with vocabulary also is  sup- 
ported.‘ 

Two estimations of personality integra- 
tion, the verbal variability index and the per- 
formance variability index were derived. The 
verbal variability index was obtained by av- 
eraging the deviations of the verbal subtests 
from the verbal mean and dividing by the 
verbal mean, Performance variability index 
was obtained in like manner using the scores 
and means of the performance subtests. 
Rank difference correlations between the ab- 


TABLE VII 
Intercorrelations of Proverbs Abstract and 
Concrete Scores with Various W-B Test 
Assessments 


8 n 
Proverbs 
Abstract -.716 .688 .540 .482 .582 .327 .730 
Score 
Proverbs 
Concrete _.222 -.519 —.293 —.470 —.444 —.482 
Concrete —.222 —.519 —.293 —.470 —.444 _.482 
Score 


TABLE VIII 


Rank Difference Correlations of Subgroups’ 
Abstract Scores and Various W-B Test 
Scores 


o 
> Ep 
S 4 = 
z > 68 SSE 
Schizophrenics 29 .801 .486 .6$4 -.352 -.552 
Other Psychotics 14 .740 .725 .667 -.409 -.471 
Psychoneurotics 11 .839 .786 .651 .093 -.580 
Miscellaneous 12 .710 525 .439 -.161 -.054 
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stract scores and between these and other 
Wechsler-Bellevue assessments were calcu- 
lated (Table VIII). Comparing the sub- 
groups, all show a high positive relationship 
between their abstract scores and scores on 
the various verbal tests, but the rather lower 
correlations of the schizophrenics with com- 
prehension, and of the miscellaneous sub- 
group with both comprehension and similari- 
ties scores were noted. 

Also it is of interest to note the negative 
correlations between the indices of integra- 
tion and the abstract scores. The results 
show some measure of relationship in the 
cases of all psychotics on both verbal and 
performance indices, and for the psychoneu- 
rotics on the performance index only. The 
more integrated patients showing more even 
patterns on the Wechsler-Bellevue intelli- 
gence scale tend to have higher abstract 
scores on the Gorham proverbs test. 


Discussion 


According to the results of this study the 
multiple-choice form of the Gorham prov- 
erbs test, administered individually as‘ part 
of an objective test battery, failed to differ- 
entiate between the various diagnostic cate- 
gories of mental hospital patients on admis- 
sion. 

High correlations with vocabulary and 
other Wechsler-Bellevue scores seem to indi- 
cate that the test is heavily loaded with ‘g’ 
and ‘v’ factors, although no factor analysis 
was carried out. 

Negative correlations with the indices of 
integration suggests that the test is capable 
of measuring impairment in verbal concep- 
tualization, although not with sufficient pre- 
cision for its use as a sole objective method 
of differentiating schizophrenics from other 
categories of mental hospital patients. 
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Summary 

The multiple-choice form of Gorham’s 
proverbs test was administered individually 
to 67 patients on admission to a mental hos- 
pital. 
No significant differences were found be- 
tween the various diagnostic subgroups on 
the abstract and concrete scores of the test, 
and Gorham’s suggested norms showed poor 
predictive value. 


Correlations between proverbs test scores 
and various assessments on the Wechsier- 
Bellevue Intelligence Scale corroborated Gor- 
ham’s statements about the strong intellec- 
tual and verbal elements in the test, and sug- 
gested that the test had some limited ability 
in measuring impairment in verbal concep- 
tualization. 
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The Quiet Hysteric and his Captive Respondent 


KLAUS W. BERBLINGER, M.D. 


The official Diagnostic and Statistical 
Manual’ has deleted the term hysteria and 
replaced it with “dissociative and conver- 
sion” reaction, two conventionally accepted 
defense mechanisms derived from the study 
of hysteria itself. While such caution may 
be regarded as a minor act of repressive in- 
gratitude toward an illness to which psychi- 
atry owes so much, it also fails to give direc- 
tion for further inquiry into a syndrome 
which rather obviously still surrounds us. 
Moreover, the manual also no longer pro- 
vides us with a niche for what used to be 
called the “hysterical personality.’”’ Most 
every teacher of psychiatry may at one time 
or another have regretted such absence of 
diagnostic parking space. 

Chodoff and Lyons,' in a recent paper, 
have drawn critical attention to such an 
omission. They have attempted to correlate 
hysterical symptomatology with the hysteri- 
cal character and agree with those authors 
who conclude that hysterical characters do 
not necessarily develop hysterical symptoms 
while the latter should remain doubtful evi- 
dence of the existence of a hysterical char- 
acter structure. They then elaborate on a 
number of attitudinal and character traits 
at which they arrived by a quantitative, se- 
mantic consensus of prominent writers on 
this subject. These traits they consider as 
being typical for the clinical picture of a 
“hysterical personality.” Yet, as they doubt 
whether psychopathological patterns are suf- 
ficiently reliable for diagnostic purposes, 
they propose a set of characteristics which 
seem almost wholly “symptomatic” of what 
they later on concede to be possible cultural 
artefacts, 

This communication would like to endorse 
their request for renewed recognition of a 


Read before the meeting of the Western Division 
of the American Psychiatric Association, Seattle, 
Washington, September 24-25, 1959. 

From The Langley Porter Neuropsychiatric Insti- 
tute and the Department of Psychiatry, University 
of California School of Medicine, San Francisco, 
California. 


“hysterical character.” However, one may 
question their effort to separate character 
structure from symptomatology, especially 
when—toward the end of their paper—the 
authors themselves point to the “relativity 
of neurosis and personality disorder.” Ob- 
jections to their approach may be raised on 
the basis of methodology, logical definition 
and clinical experience. Therefore, atten- 
tion to an additional, and perhaps more basic 
characteristic of the hysterical personality, 
represents an attempt to re-connect these 
syndromes. It is notable that Chodoff and 
Lyons fail to refer to verbal communication 
patterns of hysterical personalities though 
many authors, and probably most every clini- 
cian, seem impressed with vagueness, gen- 
eralization and evasiveness in the hysteric’s 
speech. Farber* expressed the thought of 
a peculiar form of communicative disability 
which not only accounts for continuous in- 
terpersonal psychopathology but can be in- 
dicative of earliest life experiences during 
which the modes of communication deter- 
mine the character of ensuing relationships. 
This seems in agreement with observations 
of Marmor, Millar and Ruesch. 

Marmor,’ from the psychoanalytical point 
of view, relegates a development of the hys- 
terical character to the oral phase of psy- 
chosexual development and explains prepon- 
derance in females on a socio-cultural basis. 
Millar,’ in viewing hysteria as a “failure of 
hierarchical integration of the central ner- 
vous system,” states that “reactions to 
events persist on a more infantile level. It 
is not that the hysteric has learned more 
control over his visceral functions (as a fa- 
kir might) but that he has never learned 
anything else. He persists in operating on 
a non-verbal level. The immature hysteric 
does not perceive events as does the mature 
person—as events overlaid in their imme- 
diacy by the reverberations of past organ- 
ized experiences, modifying the present and 
in turn being modified by it. He perceives 
events as isolated experiences.” 
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Finally, Ruesch,’ as a social psychiatrist, 
observes that the hysterical personality 
seems to “coordinate word and action in a 
peculiar way. When transmitting messages 
he does one thing and says another with the 
emphasis being on action rather than word.” 
However, in perceiving, he supposedly pays 
Though Ruesch still calls the hysterical char- 
acter a ‘demonstrative personality” and thus 
remains in line with Chodoff’s and Lyon’s 
description, his emphasis on nonverbal ver- 
sus verbal modes of expression suggests an 
earlier and therefore more decisive mode of 
character formation. 

Prodded by cultural demands, the hysteric 
may appear demonstrative, yet in daily di- 
agnostic and therapeutic experience he may 
also show himself to be a master of under- 
statement, so reminiscent of a Hollywood 
director’s remark “you overact your under- 
acting.” The person thus appears infantile 
rather than demonstrative. If such noto- 
riety be translated into terms of communi- 
cation, we may label the hysteric’s commu- 
nicative modes as being imprecise, devoid 
of true conceptualization of feeling and un- 
able to provide unequivocal cues for the re- 
spondent. The hysteric cannot talk to him- 
self with any degree of precision, and there- 
fore he must remain utterly vague and non- 
committal in contact with others. The nu- 
merous, well known patterns to which he 
must resort could perhaps be best summar- 
ized as externalization. By comparison with 
the schizoid personality, the hysteric cer- 
tainly seems unaware of his inner self. It 
then follows that such imprecision, such 
noncommittal and equivocal initiation of 
communication will bear results that may 
range from noncomprehension and ridicule 
to paranoia in the respondent, who has to 
guess meaning and interpret clues on prem- 
ises of his own. Imprecision in verbal ex- 
pression on the basis of lacking emotional 
concept formation can thus be considered one 
of the characteristics of the hysterical per- 
sonality. 

In order to illustrate some of the conse- 
quences of such communicative deficits, ref- 
erence is made to observations of symbiotic 
neurotic interaction with a hysterical per- 
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sonality, to psychotherapeutic practice and 
to the vagaries in medical diagnosis, It is 
difficult, to say the least, to describe a verbal 
deficit in words. However, the following ex- 
cerpt may elucidate emotional responses to 
noncommittal, ambiguous and outright de- 
fective types of hysterical communication as 
they are not infrequently encountered in 
psychiatric practice: 


A rather sophisticated, middle-aged man sought 
help for depressiveness and reactive alcoholism. He 
had no history of prior psychiatric disability. The 
precipitating situation seemed to be his love affair 
with a woman who was pictured by him as quiet, 
gentle, accepting and understanding. During the 
course of treatment, he bitterly complained about 
his partner’s inability to “communicate.” What- 
ever the merits of his complaint, it was evident 
that a profound misunderstanding had arisen on a 
verbal level. ‘‘When we were together,” he said, 
“she would not talk; I had to provide the clues. 
When she was away she would not write and when 
she did her letters seemed meaningless. I bored 
into each word. I tried to give it meaning. I 
phoned her, yet again I did all of the talking my- 
self while the telephone company got rich.’”’ He then 
described a mode of communication which seemed 
almost wholly unilateral; he had to guess her 
thoughts, her moods, her complaints and her pref- 
erences while her answers remained always on a 
level of ‘perhaps,’ ‘‘some’” and “sort of” to the 
point where the man went into groundless paranoid 
ruminations, used stimulants and sedatives indis- 
criminately. Yet with stubborn persistency he pur- 
sued signals he could never decipher and in spite 
of being aware of his utter frustration he could not 
desist from following her only to find her in what 
appeared a situation of infidelity. It is of interest 
how he described her response to this ‘surprise.’ 
She remained sufficiently vague and by actually not 
committing herself at all she neither dispelled his 
doubts nor did she distract in any measure from 
his faith in her. When their conversations were 
closely examined it became apparent that she could 
neither explain nor define her actions. and she suc- 
ceeded in initiating another series of ruminative 
excuses and self accusations in the patient. Al- 
though the woman never had made specific accu- 
sations nor inferences, the patient said that he felt 
continuously on the defensive yet never really knew 
why he should apologize. On the other hand, he 
continued to provide clues for explaining and de- 
fending himself. 

This failure to comprehend her can be gauged by 
an example of interchange during therapy. The 
therapist questioned his reasons for trying to re- 
sume the lengthily precarious relationship and in- 
quired, “Why do you want to contact her again? 
Do you want her to forgive you?” The patient com- 
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pletely misunderstood the irony of the remark and 
gave a number of reasons for which he should have 
asked her forgiveness. Later on, the woman con- 
tacted the therapist on her own since she intended 
to marry the patient. She had become upset by his 
more and more suspicious and irrational behavior. 
It turned out that she had undergone psychother- 
apy previously for phobic symptoms and that a 
previous marriage and a lengthy affair with another 
man had both resulted in similar behavior patterns 
on the side of her lovers. Each one had reacted 
with drinking, exhibited paranoid symptomatology 
and as far as could be learned, both had reverted 
to reasonable stability following separation from 
her. She related that her own psychotherapy had 
been a failure inasmuch as her therapist “had been 
unable to make her talk.” To the examiner, vague- 
ness, lack of commitment, generalization and im- 
precision in her communication were most conspicu- 
ous while a longitudinal history revealed almost all 
of the occurrences, symptoms and reactions which 
one so commonly associates with a hysterical char- 
acter structure. 


If one views paranoid thinking as an au- 
tistic response to ambiguous clues, the hys- 
teric’s capacity to mobilize a paranoid po- 
tential in her partner is neither novel nor 
surprising. 

For the sake of demonstration, only those 
aspects of the symbiotic psychopathology 
were mentioned which referred to verbal be- 
havior. Emphasis has been placed on com- 
munication which precipitates and perpetu- 
ates neurotic longings. The most striking 
feature seems to be that the less expressive, 
the more vague and indefinite communicator 
can succeed in assuming almost complete 
control over an insightful and perhaps even 
more versatile partner. It looks as if the 
respondent finds himself in a situation in 
which he must continuously “force out” of 
the nonverbal person exactness, preciseness 
and commitment, However, no urgency ap- 
plied, no variant exacted, no clue extended, 
will elicit responses or extricate the captive 
communicator. Ruesch believes that hys- 
terical personalities benefit from psychother- 
apy “when a therapist helps them to inte- 
grate the nonverbal with the verbal.” This 
raises a crucial question of technique. While 
free association is rather glibly achieved by 
the demonstrative variety of the hysterical 
character, it does not easily come about in 
the impoverished communicator who must 


shy away from spontaneity and early ma- 
terial. The “focal communication concept” 
as proposed by Greenhill’ may offer earlier 
inroads. With his technique of focus on a 
current conflict, a more precise conceptuali- 
zation seems possible. Configurations of the 
present remain of symbolic significance while 
being more readily available for reality test- 
ing and the therapist’s pressure for elabora- 
tion. 

Psychotherapeutic experience with hyster- 
ics leads one to speculate that this verbal 
communicative deficit may be regarded as 
their primary difficulty. For, whenever one 
deals intensively with those hysterical per- 
sonalities which correspond to the clinical 
criteria proposed by Chodoff and Lyons, it 
rapidly appears that all symptoms denoting 
overemphasis and histrionicity sooner or 
later fall by the wayside as the patient ex- 
periences his inability to convey true mean- 
ing to the therapist and to himself. Se- 
quentially, this is often followed by the 
emergence of numerous symptoms denoting 
action taking, somatic complaints or outright 
conversions. All of these seem then to be 
superficial attempts to ward off anxiety that 
arises whenever the patient is confronted 
with his inability to conceptualize feelings. 

Another, though by no means the last, 
troublesome area of the effects of communi- 
cative imprecision is encountered in general 
medical diagnosis, One is only too often 
called upon for consultation during medical 
hospitalizations when the actual diagnostic 
problem did not arise with the presence of 
an unusual or perplexing illness, but with 
the patient’s complete inability to give a 
meaningful history. Internists are even more 
bewildered when they encounter a patient 
who gives an overdetailed account, thus 
hardly leaving room for misunderstanding 
or omission, However, they cannot suspect 
that such overmeticulousness in description 
could denote a hysterical rather than obses- 
sive type of informant. The hysteric’s 
speech pattern is often termed as “over- 
talkative,’ “over-emphatic in detail” and 
then assigned to an obsessive-compulsive 
overlay. From the vantage point of commu- 
nication this may be regarded as an elabora- 
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tion on the original shortcoming and if ap- 
proached with closer scrutiny, it represents 
pseudo-precise communication rather than 
actual transmission of feeling. In this con- 
nection, it also my be stated that the spe- 
cific verbal deficit of the hysteric is only su- 
perficially ameliorated and accessible to con- 
ventional education and seems completely 
independent of the level of intelligence. 
Moreover, by its very nature of inaccuracy 
in the transmission of meaning, it becomes 
self-perpetuating and will lead to difficulties 
in almost all relationships. 

One wonders about the genesis of such 


verbal ineptitude, since in the field of com- 


munication and ensuing relationships it is 
often difficult to distinguish cause from ef- 
fect. One may correlate verbal imprecision 
with conventional theories of libidinal arrest 
or fixation. But it is also conspicuous how 
frequently a patient has identified with an 
important parental figure who shows similar 
verbal deficits. Could it then be assumed 
that this lack of inner self assessment is 
acquired by contiguity and contact rather 
than in the sense of a primary defense 
against anxiety in interaction with the par- 
ent? Marmor remarks on a close psycho- 
dynamic relationship between hysteria and 
schizophrenia. He relegates the eventual 
outcome to differences in ego development. 
Millar does not specify his concept about the 
nature of a learning process in his interpre- 
tation of hysteria. Both explanations seem 
to be psychogenetic in character and rest on 
the ground of acquired behavior. Personal, 
clinical experience suggests that conversions, 
dissociations and displacements are more 
freely encountered in patients who—though 
psychodiagnostically found to be hysterical 
personalities—are in their overt behavior 
and appearance remarkable for the absence 
of those criteria associated with histrionicity 
and extroversion. However, if one pays 
closer attention to their communicative dis- 
ability, to their failure to conceptualize feel- 
ings and to express these in meaningful lan- 
guage, one will find that an exterior facade 
of quietness and unassuming orderliness con- 


ceals the potential of a hysterical personal- 
ity. Thus, on the basis of communicative 
patterns, the ‘quiet hysteric’”’ may represent 
the nosological link between hysterical 
symptomatology and the hysterical charac- 
ter. 


Summary and Conclusions 


The substitution of the diagnostic term 
hysteria by two hypothetical defense mech- 
anisms is considered to be of doubtful ad- 
vantage. Changes in etymological meaning 
probably reflect shifts in cultural settings 
rather than altered psychiatric perspectives 
of an illness which has occupied a prominent 
position throughout the ages. The contem- 
porary attempts to dissociate hysterical 
symptomatology from a hysterical personal- 
ity may be a further obstacle in clarification 
of the syndrome. On the other hand, atten- 
tion to communication as a prerequisite for 
relationships suggests the existence of a ver- 
bal deficit which may be typical for the hys- 
terical character. An attempt is made to 
describe this deficit and to arrive at the for- 
mulation of the “silent” or “quiet” type of 
a hysteric. This variant may be more liable 
to react with the classical symptoms while 
the traditional histrionic variety remains 
less encumbered by virtue of action taking. 
Recognition of a specific verbal deficit as an 
additional characteristic of the hysteric may 
provide a nosologic link between symptoma- 
tology and the traditional concept of a hys- 
terical personality. 
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A Time Limited Clinical Evaluation of Phenelzine in the’ 


Treatment of Endogenous Depressions 


MARTIN L. TOWLER, M.D., and HOWARD E. LANCASTER, JR., M.D. 


Purpose 


In view of the importance of the cost of 
hospitalization, time away from work, busi- 
ness, or profession, and time away from 
home for mothers as well as the exhausting 
and debilitating effect of endogenous depres- 
sion, this study was designed to determine 
the therapeutic effectiveness of phenelzine 
over a period of time not to exceed two 
weeks. Those patients showing evidence of 
improvement within the two week period 
were to be continued on phenelzine, while 
those without definite improvement were to 
be discontinued and considered for other 
therapeutic approaches. This study was 
conducted in an active treatment center with 
42.6% of the subjects representing private 
patients and 57.4% representing part pay 
staff patients in whom cost and time are ur- 
gently important considerations as con- 
trasted with patients that may be admitted 
to the Veterans Administration or State 
Hospitals. 

Criteria for Diagnosis of Depression 

1) Diurnal variation of symptoms with 
early morning intensification of symptoms. 

2) Terminal sleep disturbance or the lack 
of satisfactory rest from sleep. 

3) Excessive worry about trivials, over- 
concern with everyday problems, indecisive- 
ness, undue concern with health and bodily 
functions, feelings of uncertainty with in- 
creased worry over future security. 

4) Persistent or progressive isolated or 
multiple somatic complaints with negative 
or insignificant physical findings. 

5) A change in disposition characterized 
by a loss or impairment of confidence, ambi- 
tion, former interests in general, libido, ap- 


From Department of Neuropsychiatry, University 
of Texas Medical Branch, Galveston, Texas. 

Phenalzine was supplied as Nardil by Warner 
Chilcott Laboratories. 

Tnis study supported by a grant from Warner 
Chilcott Laboratories, Morris Plains, N. J. 


petite and unwarranted feelings of shame, 
incompetence and guilt. 

6) Past personal history of a previously 
healthy well-adjusted person who has under- 
gone the above changes. 

7) Past medical history often demon- 
strating a similar episode or episodes. 

8) Onset of symptoms after age 30 in a 
previously well adjusted personality preclud- 
ing a diagnosis of psychoneurosis. 


Results 


Our study comprised 112 patients suffer- 
ing with endogenous depressions who were 
all treated with phenelzine, 15 mg. three 
times per day; 45 patients (40.2%) re- 
sponded with definite improvement during 
the 14 day period. There was a decrease in 
the diurnal variation of mood, a sustained 
sleep pattern appeared, over concern and 
worry decreased, disposition improved and 
somatic complaints decreased within the two 
week period. 

A somewhat surprising and very gratify- 
ing result was found in the treatment of a 
small group of patients with obsessive-com- 
pulsive neuroses. Six of seven such patients 
experienced definite improvement in less 
than two weeks of treatment. In addition 
to their obsessive-compulsive neuroses, four 
patients had had recurrent episodes of de- 
pression. One of those who responded well 
had previously had an unsuccessful minimai 
bi-median pre-frontal lobotomy. 

Six patients with a diagnosis of anxiety 
psychoneurosis with depressive features 
were given phenelzine, 15 mg. three times 
a day, with three displaying definite im- 
provement within fourteen days. 

Three schizo-affective (depressed) disor- 
ders were given phenelzine, 15 mg. three 
times a day with none demonstrating im- 
provement within fourteen days. 
Laboratory Studies 


A liver profile, consisting of alkaline phos- ~ 
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phatase, S.G.O.T., qualitative urinary bili- 
rubin and serum bilirubin, were carried out 
on 31% of the patients who had been taking 
phenelzine over a period of one to four 
months, There was no laboratory evidence 
of impaired liver function. In the remainder 
of the patients, there was no clinically ob- 
servable evidence of hepato-renal dysfunc- 
tion during the administration of phenelzine. 
Side Effects 


Postural Hypotension: Seven patients com- 
plained of severe dizziness and six (4%) 
were found to have definite postural hypo- 
tension. The seventh patient had no clini- 
cal evidence of postural hypotension, The 
symptoms disappeared in three to four days 
after discontinuing phenelzine in five cases 
and after decreasing the dosage by 15 mg. 
per day in two cases. 

Restlessness: Five patients (3.1%) com- 
plained of severe restlessness and agitation 
after taking phenelzine from seven to 70 
days. The symptoms subsided within three 
to four days in three patients when phenel- 
zine was discontinued and in two patients 
when phenelzine was decreased by 15 mg. 
per day. 

Detachment: Two patients (1.5%) com- 
plained of feeling “detached” or ‘“‘being in a 
void” within seven days after initiating 
phenelz:ne therapy. The symptoms disap- 
peared in three days after discontinuing 
phenelzine in one patient and decreasing the 
dosage by 15 mg. in the other patient. 

Excitement: Three patients (2.3%), all 
suffering from depressions, developed a path- 
ologic state of excitement requiring treat- 
ment while under phenelzine therapy. One 
of these patients, who had suffered from pre- 
vious manic episodes, displayed a striking 
mood change within 43 hours after begin- 
ning phenelzine therapy. The other two pa- 


tients, with no history of previous episodes 
of manic excitement, displayed such changes 
only after several months of phenelzine ther- 
apy. Whether these striking mood changes 
are a result primarily of medication or coin- 
idental are questions for further investiga- 
tion. 
Rash: One patient (0.7%), receiving only 
phenelzine, developed a generalized pruritic 
erythematous morbilliform rash within five 
days of initiating phenelzine therapy. Phen- 
elzine was discontinued and Benadryl 50 mg. 
four times per day was administered, The 
rash disappeared after ten days and phenel- 
zine was again initiated three days later 
without recurrence of the rash. 


Glaucoma: One patient (0.7%) with bor- 
derline elevated eye pressures and a severe 
endogenous depression was started on phen- 
elzine, 15 mg. three times per day. After 95 
days of therapy she developed absolute glau- 
coma pressure readings in both eyes, Phen- 
elzine was decreased to 15 mg. per day and 
the pressure returned to its formal level 
within 16 days. 


Summary 


A therapeutic trial with phenelzine for 
two weeks was given to 128 patients; 40.2% 
of 112 patients suffering from indogenous 
depressions were improved within this two- 
week period. A surprising observation was 
that six of seven patients with chronic ob- 
sessive-compulsive states were definitely im- 
proved. There was neither laboratory nor 
clinically observable evidence of hepatic in- 
volvement. This study is not comparable to 
a long term study of the clinical effectiveness 
of this drug, however, the early improvement 
with phenelzine is demonstrated where time 
and financial considerations are important 
to the patient suffering from endogenous de- 
pression. 
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Kevadon: A New, Safe, Slecp-Inducing Agent 


RICHARD W. GRAY, M.D., EDWIN A. CoATs, M.D., RAYMOND C. POGGE, M.D., 
and E. L. MACQuIpDpDy, SrR., M.D. 


Kevadon* (thalidomide) is alpha (N- 
phthalimido) glutarimide. It is completely 
different pharmacologically from other 
agents used to induce sleep. In the reports 
in foreign literature, this compound has been 
designated by the code name, “K 17,” and 
by the trademarks, “‘Contergan,” “Softenon,”’ 
and “Distaval.” It is a white crystalline 
compound with a melting point of 269-271°C. 
The substance is odorless and tasteless. Since 
it is not soluble in any of the ordinary vehi- 
cles used in thé preparation of parenteral so- 
lutions, Kevadon has been administered to 
human beings only by mouth. Sodium car- 
boxymethyl cellulose and gum acacia have 
been used to prepare suspensions of Kevadon 
for injection in experimental animals, When 
given parenterally, Kevadon behaves in ani- 
mals much as in oral administration. 


The pharmacology of Kevadon was first 
reported by Kunz, Keller, and Miickter’ who 
found that the new compound does not put 
experimental animals to sleep but that it 
does antagonize the effects of well-known 
central stimulants on spontaneous activity 
of rodents in a “jingle cage.” However, it 
was not possible to establish a therapeutic 
ratio comparing the dose which produces a 
measurable and potential therapeutic effect 
either with a minimal lethal dose or with the 
usual LD,;, (lethal dose for 50 per cent of the 
animals) since it was not possible to kill any 
of the animals by administration of exces- 
sive overdoses. The largest dose which it 
was practical to give by mouth was 5,000 
mg./Kg. (equivalent in a 70 Kg. man to a 
single dose of 350,000 mg., i.e., 350 Gm.— 
more than three-quarters of a pound. None 
of the animals so tested died, nor did any 
die from similar doses injected subcutane- 
ously after suspension in gum acacia. Not 
only did the animals survive, but actually 


From Lincoln State Hospital, Lincoln, Nebraska. 

*Kevadon is the trademark of The Wm. S. Mer- 
rell Company, Cincinnati 15, Ohio, for its brand of 
thalidomide. 


these massive doses failed to produce any ab- 
normality of cardiovascular or respiratory 
function. The animals did not even fall 
asleep. 

In the first seven clinical papers published 
on Kevadon,’* there is recorded a total of 
940 cases plus an unspecified number of cases 
in one of the texts.* The new drug was usu- 
ally administered in single doses of 50 mg. 
or 100 mg. at the hour of sleep to these pa- 
tients and the vast majority were described 
as sleeping very well. This suggests that in 
Kevadon we have a compound which is 
highly effective in producing sleep in human 
beings but does not influence respiration, 
and is so nontoxic that doses large enough 
to kill an experimental animal either cannot 
be given or are so large that they will be 
given only with great difficulty. This makes 
Kevadon unique. 

Salter, Lodge-Patch, and Hare’ adapted 
the methodology of Lasagna® for studying 
sleep-induction qualities of a new compound. 
Each of 24 subjects was observed by a nurse 
every 30 minutes under each of three condi- 
tions. On one occasion thalidomide was ad- 
ministered in single dosage of 50 mg. and on 
another, in dosage of 100 mg. given at the 
hour of sleep. The third treatment in this 
comparative study was a single dose of 200 
mg. secobarbital given at the hour of sleep. 
By recording whether each patient under 
each condition was awake or asleep and then 
multiplying by a factor of 30, a number rep- 
resenting “waking minutes” was found for 
each subject. The mean number of “waking 
minutes” for the 24 subjects under each of 
the three conditions of treatment was deter- 
mined. By these standards, a low number 
indicates a relatively potent sleep-inducing 
agent whereas a higher number indicates 
less potency. 

The average time awake for the group on 
50 mg. thalidomide was 88 minutes; on 200 
mg. secobarbital, 80 minutes; and on 100 mg. 
thalidomide, only 69 minutes. The superi- 
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ority of 100 mg. thalidomide over 200 mg. 
secobarbital was statistically significant 
(t—2.86; p=—less than 0.01). The authors 
concluded that the milligram potency of 
thalidomide as a sleep-inducing agent was 
more than two times that of secobarbital but 
less than four times—about three times. 

DeSouza"’ reported that a 70 year old male 
patient who had been receiving 200 mg thali- 
domide nightly for insomnia associated with 
mild senile dementia by error took a single 
dose of 2,100 mg. He slept for 12 hours and 
was somewhat more drowsy than usual for 
the next 24 hours. However, no antidote was 
needed or given and no respiratory or car- 
diac depression occurred. 


In Jung’s series of 300 cases,’ many pa- 
tients suffered from chronic liver disease. In 
no case did thalidomide produce evidence of 
further damage, nor was there any unusual 
prolongation of effect of the drug as is some- 
times seen when comparable barbiturates are 
given to such patients. Five were suffering 
from adrenal insufficiency secondary to long- 
standing tuberculosis, Thalidomide caused 
no further change in 17-ketosteroid or corti- 
costeroid excretion. No habituation occurred 
and there were no withdrawal symptoms 
when the drug was stopped. On the con- 
trary, in some cases it appeared as if the 
drug produced a more normal sleep habit so 
that oftentimes continued therapy was not 
needed. Greene and Farran‘ found no effect 
of the drug on thyroid function (radioactive 
iodine uptake studies) ; and Stark* confirmed 
the lack of effect of thalidomide upon basal 
metabolic rate and respiratory function, 

The first group of patients treated by us 
consisted of 10 adult males and 10 adult fe- 
males who had been hospitalized at the Lin- 
coln State Hospital for a prolonged period 
of time. Each was given 200 mg. thali- 
domide (2 to 4 times the therapeutic dose) 
at the hour of sleep nightly, from March 7, 
1959 until May 23, 1959. Determinations of 
body weight, hemoglobin, red blood cell 
count, white blood cell count, differential, 
urinalysis, B.U.N., B.S.P., and cephalin floc- 
culation were all done before and after the 
test period. The findings show that con- 
tinued administration of Kevadon in several 


times the therapeutic dose produced no evi- 
dence of harm to the measurable functions 
of the vital organs. 

Following the test period the dose was ad- 
justed individually and each of the 20 pa- 
tients received from 100 mg. to 400 mg. Kev- 
adon nightly. The dose was adjusted to pro- 
duce the most restful night possible for each 
of these disturbed, psychotic patients. No 
side effects were encountered. At the end of 
six months of treatment the medication was 
stopped abruptly and no manifestations of 
withdrawal occurred. Addiction does not 
seem to be a potential hazard with Kevadon. 

Three patients had been receiving amo- 
barbital, 200 mg., nightly. The medication 
was changed to 100 mg. amobarbital plus 
100 mg. of Kevadon. In each case, the pa- 
tient slept well but was more alert the next 
morning than he had been when the larger 
dose of the barbiturate was used alone. 

A group of 15 patients was receiving va- 
rious phenothiazine derivatives or meproba- 
mate, Kevadon was prescribed symptomati- 
cally in dosage of 100 mg. at the hour of 
sleep to control insomnia. Not only did the 
patients sleep better, but there was a distinct 
clinical impression that the daytime tran- 
quilizers were more effective when Kevadon 
was given at night. This potentiating ef- 
fect of Kevadon on the efficacy of tranquil- 
izers will be the subject of further study and 
will be reported separately. 


We were so encouraged by our experience 
at the Lincoln State Hospital that we next 
gave Kevadon to a series of private patients 
seen in office practice who complained of in- 
somnia secondary to a wide variety of ail- 
ments. Except in two patients who had been 
taking large doses of barbiturates for a long 
period of time, Kevadon induced sleep much 
as it had in the institutionalized cases. How- 
ever, the two patients who had become ac- 
customed to barbiturates required 400 mg. 
Kevadon, and even in that dose the new drug 
was not as effective as were previous medi- 
cations. From this limited experience, it 
would seem that Kevadon is sufficiently dif- 
ferent in its activity that it does not support 
a potential barbiturate habituation. 

Insofar as induction of sleep was con- 
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cerned, Kevadon in dosage of 100 mg. pro- 
duced the desired results in seven of the first 
nine ambulatory patients. However, drow- 
siness the following morning was reported 
by six of these nine patients who were given 
a bedtime dose of 100 mg. Accordingly, the 
dose was reduced to 50 mg. at the hour of 
sleep in the next 16 patients. Only two of 
these complained of drowsiness the next 
morning and thirteen slept well. Since many 
people are drowsy in the morning anyway, 
the significance of this low incidence of 
“hang-over” seems unimportant. The drug 
was more efficacious in people who used only 
an occasional sedative than in those accus- 
tomed to the chronic use of barbiturates in 
relatively high dosage. 


When early morning drowsiness occurred 
it was not corrected by the taking of several 
cups of strong coffee. It may be that a tol- 
erance to caffeine developed over a long pe- 
riod of time renders coffee virtually useless 
to correct drug-induced sedation. In those 
patients who are highly sensitive to Keva- 
don, reduction of the nightly dose to 50 mg. 
was a Satisfactory way of inducing restful 
sleep with a minimum of side effects. 

Mild constipation is mentioned in the Eu- 
ropean literature as a potential side effect. 
This did not occur in our series of 63 pa- 
tients—hospitalized and ambulatory. 

Approximately 25 per cent of the patients 
admitted to general hospitals for treatment 
of acute poisoning are suffering from barbit- 
urate intoxication."' In a study or recent 
insurance statistics, barbiturates were re- 
ported as the cause of death in six per cent 
of the suicides and in 18 per cent of the ac- 
cidental deaths among policy holders.'* How- 
ever, it has not yet been possible to kill an 
experimental animal with large doses of oral 
Kevadon' and survival of a human being fol- 
lowing oral administration of a single dose 
of 2,100 mg. has been reported.’® It would 
seem, therefore, that in Kevadon we have a 
sleep-inducing agent comparable in potency 
and efficacy with the barbiturates and prob- 
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ably free from danger of serious conse- 
quences in the event of gross overdosage. 


Summary and Conclusions 


Kevadon is a new type of sleep-inducing 
agent, unrelated chemically to barbiturates 
and superior to other sleep-inducing agents 
with respect to potency, efficacy and safety. 
In experimental animals, it does not induce 
sleep, produces no respiratory depression, 
and does not cause death even in huge dos- 
age of 5,000 mg./Kg. In human beings, Kev- 
vadon produces no impairment of measur- 
able functions of vital organs even when ad- 
ministered for prolonged periods in several 
times the therapeutic dosage. It is not habit 
forming and does not produce withdrawal 
symptoms when stopped abruptly after six 
months of administration of several times 
the therapeutic dose. 


R. W. Gray—Lincoln State Hospital, Lincoln, Neb. 
E. A. Coats—Lincoln State Hospital, Lincoln, Neb. 


R. C. Pogge—Lincoln, Neb. 
E. L. MacQuiddy, Sr.—Dept. of Medicine, U. of 
Neb., Omaha. 
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Total Push Therapy with Isocarboxazid 


MARJORIE G. MORRISON, M.D., and HENRY A. WEITZ, M.D. 


The primary objective of a hospital for 
the mentally ill is to cure the patients if pos- 
sible. It is almost as important, particularly 
in a small institution with a continuous wait- 
ing list, to accelerate the rate of improve- 
ment and reduce the complexity of treat- 
ment. Because of their desire to help more 
patients in less time, the personnel is recep- 
tive to new ideas, methods and medications, 
including the so-called psychotropic drugs. 

In thse situations, the worth of a chemo- 
therapeutic agent is not judged by itself but 
as part of a healing program involving psy- 
chotherapy, occupational and recreational 
therapy, regular nursing care, electroshock 
treatments if required, and, in our own case, 
total push therapy with special attention to 
the religious welfare of the patients. Be- 
cause of our special facilities and the rural 
background of many of our patients, outdoor 
sports and light garden projects also play an 
important role in the program. 

We have been eager to find the ideal or 
lacking that the best chemical adjunct to 
our combined program, and to this end we 
have made what we considered valid trials 
of several antidepressant compounds. The 
latest on this list is isocarboxazid, an amine 
oxidase inhibitor and analog of iproniazid 
(Marsilid®, Hoffmann-La Roche Inc.), but 
reported to be many times more potent’ and 
without the toxicity and potentially serious 
side effects of the latter.°* Because of our 
relative success with this drug, we felt that 
the result of our experience would be of both 
interest and value to others working in sim- 
ilar fields. 


Method and Material 


Over a period of six months, isocarboxazid 
was given to 103 emotionally disturbed pa- 
tients, 84 female and 19 male, in age ranging 
from 16 to 77 years. At the time treatment 


The compound, isocarboxazid, used in this study 
was supplied by Hoffmann-La Roche Inc., Nutley, 
N. J., under their trademark, Marplan. 

From Philhaven Hospital, Lebanon, Pa. (spon- 
sored by the Lancaster, Pa., Mennonite Conference. ) 


was initiated, the patients had been ill for 
from three months to several years and were 
variously diagnosed as manic-depressive de- 
pressed, undifferentiated chronic schizo- 
phrenic with depressive features, paranoid 
schizophrenic and obsessive-compulsive; 80 
were hospitalized and 23 were treated on an 
out-patient basis. Eight were taken off the 
medication before completion of treatment 
for various reasons mentioned below. 


The starting dose was 30 mg. daily, re- 
duced to 20 mg. upon improvement and to 
10 mg. for maintenance. Length of treat- 
ment varied from one month to the entire 
duration of the study. Previous treatment 
consisted of the program listed above, often 
including antidepressants and/or tranquil- 
izers. Adjuvant therapy during this trial 
was the same, except that isocarboxazid took 
the place of other antidepressants. 


Blood counts and weight were checked on 
all patients at the beginning of and weekly 
during the study. Blood pressures were 
taken weekly on out-patients and daily on 
in-patients. Liver function tests were per- 
formed periodically on the in-patients; these 
were usually bromsulphalein determinations 
but also included serum bilirubin, cephalin 
flocculation, thymol turbidity and the trans- 
aminase tests. 

It was our opinion that the multiplicity of 
therapeutic measures made unreliable an ac- 
curate “fair to excellent” estimate of the sin- 
gular effectiveness of isocarboxazid. For this 
reason we made no attempt to judge the 
drug’s effectiveness by degrees, relying in- 
stead on a simple—but significant for the 
hospital physician—division into “improved”’ 
and “unimproved” as evaluated and agreed 
upon by the authors. 


Results 


Table I shows our evaluation of isocarbox- 
azid by diagnostic categories among in- and 
out-patients. It is readily seen that in 86 
(83.5 per cent) of the 103 patients the drug 
definitely contributed to therapy. 
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TABLE I dence of the prolongation being due to iso- 
Improved Unimproved carboxazid and no previous reports of hypo- 
glycemia from the drug, it was discontinued 
s 3 §& & as a precautionary measure. 
; Side effects were temporary or subsided 
Diaynoses Ee 6 § 6 5 with reduced dosage. These consisted of 
Manic - depressive, de- fairly general mild hypotension, occasional 
58 10 5 38 76 agitation, some constipation (readily man- 
Schizophrenic, chronic Disc. Disc. aged with laxatives as needed), and one in- 
undifferentiated with 
depressive features .. 9 4 13 stance of urinary retention. There was no 
Schizophrenic, paranoid 2 4 2 ankle edema, leukopenia or evidence of jaun- 
Obsessive-compulsive .. & 12 dice. All liver function tests were consist- 
ently within normal range. 
71 #15 9 8 103 
68.9 14.6 8.7 7.8 100.0 Case Histories 
83.5% 16.5% 


Based on previous experience with pa- 
tients suffering from similar symptoms, the 
improvement was evident in four ways: 


1. The anticipated hospital stay was re- 
duced by an average of 2 to 4 weeks. 

2. Although electroshock where indicated 
was delayed for one week after discontinu- 
ance of the drug (to avoid possible potentia- 
tion of pentothal sodium’), the anticipated 
average courses of about 20 treatments were 
reduced to as low as 3 or 4 in some patients. 

3. There was a general improvement in 
appetite and zest for food, and weight gain 
in many who were underweight. 

4, Patients manifested a greater interest 
in their environment, including increased and 
very welcome cooperation in the total push 
regime, thus further facilitating their recov- 
ery or improvement. 


In eight of the original 103, isocarboxazid 
was discontinued before significant therapeu- 
tic effects could be noted. Three of these 
were out-patients who exhibited sufficient 
agitation in our opinion to warrant discon- 
tinuance, although it is conceivable that had 
they been hospitalized, the effect would have 
been taken in stride and perhaps disap- 
peared. Four developed hypotension with 
episodes of syncope and the possible haz- 
ards of further medication led to its stop- 
page. The eighth, a 16-year-old girl, was 
on 20 units of insulin daily as an appetite 
stimulant. She had a prolonged insulin re- 
action and while there was no definite evi- 


Case 1: A 52-year-old female had suffered from a 
recurrent agitated depression for 12 years, with 
loss of appetite and inability to hold gainful em- 
ployment. The severity of her illness was such 
that during one period of depression she set herself 
on fire and was hospitalized for 10 months for treat- 
ment of burns. 

Previous unsuccessful treatment included a num- 
ber of tranquilizers, insulin and several courses of 
EST. She had two remissions on iproniazid but this 
was discontinued because of edema and paresthe- 
sias. 

On February 17, 1959, she was started simulta- 
neously on isocarboxazid 10 mg. t.i.d. and dextro 
amphetamine sulfate with amobarbital (Dexamyl 
Spansules, Smith, Kline & French Laboratories, 
Philadelphia, Pa.). The following are our clinical 
notes: 

February 24: Patient reports almost complete re- 
versal of symptoms. 

March 4: Patient doing well. 
cut to 10 mg. A.M. and noon. 

March 14: Patient doing well mentally but has 
bad synovitis of the left knee. Isocarboxazid Rx 
cut to 10 mg. A.M. 

March 25: Patient’s mental status good but knee 
condition seems worse; placed under care of an or- 
thopedic specialist. 

June 1: Dextro amphetamine sulfate discontin- 
ued; isocarboxazid continued 10 mg. A.M. 

October 7: Patient continues to take 10 mg. iso- 
carboxazid daily. She remains in good health. This 
remission since February has been the longest in 
10 years. Although badly handicapped because of 
a severe multiple sclerosis, patient has obtained 
part-time work. She is happy; her family is happy; 
things are going very well. The improvement here 
is wonderful. Without current medication, we feel 


Isocarboxazid Rx 


this patient would be in a state hospital. 

Case 2: A 54-year-old female had a primary diag- 
nosis of Meniére’s disease and a resultant depres- 
sive reaction. Her illness had persisted in varying 
degrees of severity for about nine years and she 
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had been treated with all types of drugs, psycho- 
therapy and EST on several occasions. EST brought 
about improvement but always with prompt relapse. 
This occurred one month after the most recent 
course, with the patient complaining that her head 
and face felt tight and frozen, her head was pound- 
ing and there was a drawing sensation in her neck; 
she had feelings of nausea and sadness and had no 
interest in doing anything. 

During the EST she had been on dimenhydrinate 
(Dramamine, G. D. Searle & Co.) and prochlorpera- 
zine with isopropamide (Combid Spansules, Smith, 
Kline & French Laboratories) b.i.d. This Rx was 
continued and instead of reinstituting EST, isocar- 
boxazid 10 mg. A.M. and noon was added. 

Two months later both husband and wife felt 
that there was an improvement in interest, attitude 
and outlook and that it was worthwhile to continue 
the drug. While most of the psychosomatic symp- 
toms remain, the patient seems more able to “make 
a stand.” 

This is one of two cases involving Méniére’s dis- 
ease where impressive results were obtained. 


Case 3: A 43-year-old female was a somewhat in- 
adequate personality with an agitated depression. 
In the past seven years she had been given several 
courses of EST, numerous tranquilizers and an an- 
tidepressant amine oxidase inhibitor, phenylethyl- 
hydrazine (Nardil, Warner-Chilcott Laboratories). 

Treatment with isocarboxazid was instituted. She 
had been receiving chlorpromazine (Thorazine, 
Smith, Kline & French Laboratories) 50 mg. q.i.d. 
for two years but was still “dragging along’’ with 
lack of energy, difficulty in sleeping, poor appetite, 
periodic severe headaches and a feeling of being 
shut off and isolated from everyone. 

Treatment with isocarboxazid 10 mg. A.M. (a 
small initial dose because of a fairly severe hypo- 
tensive reaction to phenylethylhydrazine) was in- 
stituted and thioridiazine (Mellaril, Sandoz Phar- 
maceuticals) 50 mg. q.i.d. was given. One month 
later the patient reported improvement in sleeping 
and eating and increased interest in her home and 
activities outside the home. She is anxious to con- 
tinue the medications. 


Case 4: A 32-year-old married male had a para- 
noid episode several years previous that was cause 
for his discharge from the armed services. Recov- 
ering from this, he suffered a severe head injury 
that necessitated surgical implantation of a silver 
plate in his skull. Six months before he suffered a 
relapse, became depressed, unable to work and even- 
tually totally incapacitated. Admitted to the hos- 
pital, he was diagnosed as a schizophrenic paranoid 
with strong ideas of homosexuality. 
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Following three months of therapy, from which 
EST had to be eliminated because of the head in- 
jury, he was started on isocarboxazid. Recovery 
has been such that the patient can be considered 
normal in all practical respects including employ- 
ment. While it seems obvious that total therapy 
was required in this case, results after instituting 
isocarboxazid must be called outstanding. 


Summary 


Of 103 in- and out-patients in a small re- 
ligiously oriented hospital for the emotion- 
ally disturbed, 86 (83.5 per cent) improved 
on isocarboxazid. Improvement was more 
gratifying than with other antidepressants 
and was manifested in a shortening of an- 
ticipated hospital residence and EST treat- 
ments, increased appetite and weight gain 
for those who were underweight, and a 
greater interest in their environment, which 
for in-patients particularly meant greater 
cooperation in and effectiveness of total 
push therapy. 

The drug was discontinued in three pa- 
tients because of agitation, in four because 
of hypotension and in one for precautionary 
reasons associated with insulin administra- 
tion. Other side effects were minor and tem- 
porary; there was no edema or leukopenia 
and liver function tests remained normal. 


In our experience isocarboxazid was of 
real and special value under the conditions 
prevailing in a small hospital, where space 
and services are in great demand, in helping 
to accelerate patient improvement and mak- 
ing the facilities available to more patients 
in a given period of time. 
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New Convulsant Anesthetic Agents 


Further Studies of Compounds +22451 and #31777 (Lilly) 


EMERICK FRIEDMAN, M.D. 


In a recent report' the clinical and EEG 
effects of Compound #22451 were described. 
The original work’ on this substance was 
confirmed; it was found to be a potent and 
safe ultrashort intravenous anesthetic agent 
which had analeptic accompaniments. The 
latter were displayed by brief myoclonic re- 
actions at times, with EEG patterns indica- 
tive of convulsant stimulation during anes- 
thesia. The present work elaborates fur- 
ther on these experiences and describes other 
related experimental developments. The 
terms “analeptic’” and “convulsant” may be 
inaccurate. ‘Stimulatory’ seems more ap- 
propriate. 

Compound #22451, as a parent substance, 
is a mixture of four optically active stereo- 
isomers of 1-methyl-5-(1-methyl-2-penty- 
nyl)-5-allyl-barbituric acid. Pharmacologic 
studies* of these isomers resulted in the iden- 
tification of the predominantly, or exclu- 
sively, anesthetic isomer form of the anes- 
thetic-analeptic isomer. The predominantly 
anesthetic substance, now known as Brevital 
(methohexital, Lilly) has been used exten- 
sively as an ultrashort acting intravenous 
anesthetic,’ possesses no convulsant proper- 
ties and must not be confused with the other 
compounds, The anesthetic-analeptic stereo- 
isomer is identified as Compound #31777 
and is probably the most powerful barbitu- 
rate anesthetic.* Its action in animal work, 
however, produced hyperirritability and 
myoclonic twitching. It was believed im- 
portant to investigate the therapeutic poten- 
tial of Compound #31777 in view of the es- 
tablished background of convulsive thera- 
pies. Preliminary clinical and EEG studies 
using Compound #31777 alone and then 
combined with Brevital were undertaken. 
Preliminary studies of the possible thera- 
peutic usefulness of such anesthetic-analep- 


Presented at a meeting of the Eastern Psychiatric 
Research Association, New York City, Feb. 4, 1960. 


tic agents were also undertaken together 
with EEG activation studies in certain in- 
stances of organic diseases of the brain. 


Procedure 


To elaborate further on the previous re- 
ports on Compound #22451, the EEG find- 
ings and the immediate clinical effects of 
this compound are described below. The pa- 
tients in this study were given 2.0-5.0 cc. of 
a 1% solution of the compound in distilled 
water, to which had been added gr. 1/150 
atropine sulphate. The solution was injected 
at the rate of 1.0 cc. per ten seconds. The 
EEG tracings were taken during the entire 
period until after awakening. Pulse, blood 
pressure, and respiratory findings were 
taken, and clinical observations made, Typi- 
cal EKG tracings (Fig. 1) show monopolar 
leads in the standard No. I settings, outlin- 
ing chiefly frontal and parietal areas. The 
clinical features are outlined in Table I. 


After it was found that Compound #22451 
possessed analeptic qualities, and Compound 
+31777 was identified as the specific stereo- 
isomer that was potently anesthetic-analep- 
tic, the latter compound was examined fur- 
ther in this study. Compound #31777 was 
administered intravenously in the same con- 
centration and in the same manner as had 
been done with Compound #22451. It was 
found within relatively few trials, that 2.0 
to 4.0 cc. of Compound #31777 resulted in 
instantaneous sleep with generalized myo- 
clonic twitchings of mild degree and brief 
respiratory or pulse changes, Twitchings 
often preceded sleep or occurred after awak- 
ening. It was also noted that the subjective 
manifestations accompanying such admin- 
istration were at times unpleasant, or that 
anesthesia was so brief that patients claimed 
they had not even been asleep although clin- 
ically they obviously were anesthetized for 
one to four minutes, The previous experi- 
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EEG Studies with Compound +22451 
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Figure 1. (K.M.)—45-year-old man with years’ spiking lasting for seven to eight minutes. Pattern 
of conversion symptoms referable to the back. At returned to normal in less than 15 minutes. 
2.0-3.0 cc., fairly synchronous giant complex waves (D.G.)—26-year-old woman with moderate con- 
(3-4/sec.) chiefly in the frontal areas with super- cussion, but chiefly conversion symptoms improving 
imposed spikes. Increase in size of giant slow waves’ at the time of present examination. At 2.0-3.0 cc. 
at 4.0 cc. Pattern gradually resolved in ten min-_ there resulted a continuous burst of giant waves, 
utes to an irregular complex slow spiking return- which gradually assumed complex formation with 
ing to the resting pattern in less than 20 minutes. superimposed and interposed spiking. Complex spike 

(R.H.)—22-year-old man with moderate post-con- formation in about three minutes. Awakened in 
cussion syndrome approximately three years ago. five minutes with rare slow spiking for several min- 
2.0-3.0 cc. brought out synchronous bursts of giant utes thereafter. 
complex waves with superimposed and interposed 


TABLE I 
Clinical EEG Effects 


Average Respiration 


Change 
= ~ = > ~ o 
ES 525 3 SESE S52 
Compound and Amount = ay = Be 
20 +24 +8 8 6 1 (5%) 
2.0-4.0 cc. 
30 +26 +8 +8 2-4 3 28 (93%) 
2.0-4.0 cc. (10 with EEG) 
20 +12 —6 —6 15 2* 0 
10.0 ce. 
Brevital & 60 +14 —-6 +6 32 6 48 (80%) 
4.0-10.0 ce. j (12 with EEg) 


*Slow waves/spikes with Brevital occurred only in two trials. Others showed typical “sleep” patterns. 
**This was dependent on extraneous noise or other stimuli. 
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ence with the original Compound #22451 in- 
dicated that the total length of sleep was 
much longer and that myoclonic features 
were much less evident than with the Com- 
pound #31777. It was then felt that a 
much longer treatment period could be de- 
veloped if the compound were mixed with 
the anesthetic stereoisomer, Brevital. After 
a number of trials with Compound #31777, 
alone, the following preparation was admin- 
istered: Brevital solution of 500 mg. per 30.0 
cc. mixed with 1% solution of Compound 
#31777. To each injection dosage, gr. 1/150 
atropine sulphate was added. Thus, equal 
parts of 16.5 mg. per cc. of Brevital and 10.0 
mg. per cc. of Compound #31777 were ad- 
ministered. 


Trials with 13 patients were undertaken 
at varying dosages and it was felt that from 
6.0-10.0 cc. of the solution could be adminis- 
tered with ease to most patients. EEG ob- 
servations using this combined solution were 
noted. It became apparent that the com- 
bined use of Brevital merely extended the 
anesthetic as well as the convulsant periods. 
Unpleasant reactions such as the actual ex- 
perience of twitching (‘‘shakes”) and con- 
fused irritability were avoided and the re- 
action picture more closely resembled that 
found previously with Compound #22451. 
Therapeutic trials were carried on in 17 pa- 
tients, one to four times a week for a three 
to four week period. 

Findings 

Previously reported preliminary work 
with Compound #22451, the original ultra- 
short acting oxy barbiturate preparation, 
was further elaborated in the present work. 
Electroencephalographic and clinical find- 
ings were described (Table I). It was fur- 
ther confirmed that Compound #22451 pos- 
sessed powerful convulsant and anesthetic 
properties. The clinical findings indicated a 
production of almost instantaneous sleep 
with 2.0-4.0 cc. of a 1.65% solution. The 
EEG pattern provided evidence of distinct 
analeptic reactions with practically no ex- 
ternal clinical manifestations of seizure. 
Awakening was rapid and without after 
affect. 


Except for a 10-12 second period of apnea, 
as is common for most anesthetics, and was 
noted with all the preparations herein de- 
scribed, the pulse, respiration and blood 
pressure changes were insignificant through- 
out. Color was always good in all of the 
trials and no oxygenation was ever required. 
The EEG pattern resulting from Compound 
#22451 showed fairly typical dysrhythmic 
“activation” in the known epileptic patients 
and gave tentative localization data in known 
cases of central nervous system pathology. 
Although this feature needs more study it 
was apparent that “activation” studies in 
these particular EEG’s should extend 
through the period of sleep, after the initial 
induction of slow wave/spike reactions. In 
several instances the localization informa- 
tion was ascertained from the pattern just 
prior to awakening. This was also found in 
using Compound #31777 alone, and with 
Brevital. 


The clinical neurologic findings with Com- 
pound +31777 used alone and with Brevital, 
take into account the short time of reac- 
tion of Compound #317777. Sequentially, it 
was noted that in about ten to twelve sec- 
onds following 2.0-3.0 cc. injection the eyes 
would show nystagmus then fixation with 
mid-dilatation or full dilatation. With or 
without generalized myoclonic twitches there 
would be found paratonic resistance or rigid- 
ity to passive movements of neck, trunk, ex- 
tremities and eyelids; at times this would 
result in hyperopposition movements in the 
extremities and eyelids. In almost all cases 
positive Hoffman’s and Babinski’s signs were 
elicited, at times even upon awakening. Sud- 
den passive movements of trunk or extremi- 
ties and other stimuli such as noise resulted 
in partial extensor twitches. Even without 
such stimuli a “secondary” burst of myo- 
clonic twitches occurred in about three min- 
utes, or just prior to awakening. 


When Compound #31777 was identified as 
the more convulsant stereoisomer constitu- 
ent of the original parent substance it was 
described as perhaps the most powerful in- 
travenous barbiturate ever produced.’ Rec- 
ommended dosage limits were given as 2.0- 
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4.0 cc. of the 1% solution and this was not 
exceeded in using this compound alone. 

Administration of 2.0-4.0 cc. of Compound 
+31777 (20.0-40.0 mg.) at the rate of 1.0 
cc, per ten seconds resulted in facial or gen- 
eralized myoclonic twitching of mild inten- 
sity and amplitude. No tonus could be dis- 
cerned. The picture usually resembled a brief, 
curarized seizure, lasting from 20 to 40 secs., 
at times for longer intervals, Deep sleep en- 
sued for about three minutes. In several in- 
stances the twitching started before sleep. 
Immediately preceding arousal, in most in- 
stances, another brief period of myoclonic 
twitching occurred. The latter, infrequently 
continued after waking. A brief startle, then 
clarity and a desire to get out of bed were 
noted. If the twitchings were experienced 
while a patient was still not anesthetized or 
after partial waking some complaints of un- 
easiness would be voiced. Otherwise de- 
scriptions of the subjective experience would 
be that of brief sleep or even a denial that 
sleep had occurred. Several instances of 
hiccup arose which lasted from twenty sec- 
onds to the time of arousal. No complaints 
of any vertigo, visual or gastro-intestinal 
disturbances were voiced. 

The EEG pattern showed,, on induction, 
intense generalized slow wave activity with 
much less spiking or superimposed spikes 
than noted with Compound #22451. The du- 
ration of sleep and of analeptic reaction was 
half as long. The difference in pattern in- 
duced by the addition of Brevital seemed to 
consist of increased spiking either occurring 
alone, or, intermingled with, or, superim- 
posed on the giant slow waves observed in 
the use of Compound #31777 alone. Exact 
detailed analysis of the wave forms has not 
yet been done, but there was definite simi- 
larity to the patterns found in Compound 
#22451. Twitching was still evident in the 
majority of trials with the mixture. 

In attempting to set up a therapeutic pro- 
gram using Compound #31777 it was found 
that the rapidity of reaction together with 
instances of startle reaction and experiences 
of “shakiness” caused uneasiness and in- 
creased depressive symptoms. Since it was 
not yet deemed feasible to increase the dos- 
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age, which might have prolonged the total 
time of reaction, it was decided to approxi- 
mate more closely the reactions previously 
described in the use of Compound #22451 
by giving a mixture of Brevital and Com- 
pound #31777. Previous extensive clinical 
experience with Brevital had shown it to be 
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Figure 2. (H.McC.)—The Patient is a 32-year-old 
married woman, with repeated attacks of reactive 
depression over the past twelve years, associated 
with extreme fatigability alternating with agitation, 
and irritability. Present picture was one of de- 
pression with confused irritability, insomnia and 
almost complete anorexia for a week prior to study. 
Background of premature birth, sickly childhood 
and considerable retardation in school work. At 
time of examination, patient was very apprehensive, 
fearful, indecisive. Episodes of tearfulness and 
marked conflict were apparent. Previous attacks 
had been adequately treated within several weeks 
of intensive Amphetamine and Butisol medication. 
At the present illness there was no response to such 
medication anc conditions seemed to be worse after 
three weeks of treatment. Increasingly violent al- 
tercations between patient, husband, and members 
of her family. EEG showed a normal resting pat- 
tern and at injection of 3.0-4.0 cc. an increasing 
spread of slow spike synchronous activity, which 
then changed after 4.0 cc. to a run of giant slow 
waves at 3/sec. or less, particularly in the frontal 
areas. Slow wave activity continued for approxi- 
mately one minute at which time random slow 
waves or spikes, scattered, were noted and patient 
awoke. It was noted that at 3.0 cc. there was 
twitching particularly of the feet, with yawning. 
Prior to awakening, in less than four minutes, there 
was again a twitching of the feet, usually of a myo- 
clonic type. Awakening with considerable clarity. 
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free of analeptic qualities. Comparative 
EEG’s are noted in Table I and Figure 1. The 
subjective and clinical features immediately 
indicated more favorable responses. Anes- 
thesia was noted before myoclonic twitches 
appeared and continued after the so-called 
secondary twitches preceding awakening. 
The EEG pattern of analeptic responses was 
twice as prolonged with evidences of stimu- 
lation at times persisting much longer, even 
into the waking state. The subjective reac- 
tion was described as relaxing sleep, alert- 
ness and a pleasant attitude on arising. 


Figures 3 and 4 are examples of the effect 
of adding Brevital to Compound #31777. 


With these considerations in mind it was 
felt entirely possible to set up a satisfactory 
and safe, efficient therapeutic routine in 
which the profound analeptic-anesthetic 
properties of Compound #31777 and Brevi- 
tal could be employed on an ambulatory ba- 
sis. (Table II—Therapeutic Results). 


Discussion 


In the previous and in the present prelimi- 
nary reports on the actions of convulsant- 
anesthetic compounds it was brought out 
for the first time that optical stereoiso- 
mers of a barbiturate preparation have dif- 
ferent pharmacologic properties. The par- 
ent Compound #22451, was found to pro- 
duce simultaneous anesthesia and profound 
analeptic EEG responses. Pharmacologic 
differentiation of the parent substance made 
available for the present study a pre- 
dominantly analeptic-anesthetic, Compound 
#31777. The experimental findings in pre- 
vious animal work that Compound #31777 
is probably the most powerful known anes- 
thetic agent*® also brought out the fact that 
convulsive manifestations accompany such 
potent anesthetic qualities. The relationship 
between anesthesia (sleep) and convulsive 
reactions is thus opened for more compre- 
hensive study. In this work with Compound 
#31777 alone, the clinical and EEG ana- 
leptic reactions occurred almost simultane- 
ously with the anesthetic and in some in- 
stances preceded and/or succeeded sleep. In 
the dosages employed, the total reactions 
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Figure 3. (A.W.)—24-year-old single girl, mod- 
erately dysplastic, history of severe diabetic illness 
in the family. Fairly acute schizophrenic illness de- 
veloped approximately nine years ago, associated 
with marked confusion, disorientation, almost con- 
stant reactivity to vivid hallucinations and perse- 
cutory delusions. Originally treated by intensive 
ECT types of therapies and sedative measures. Grad- 
ual improvement with resumption of work habits 
after about two years of intermittent treatment. 
Patient was kept on maintenance ECT therapy for 
a considerable period of time. Several months prior 
to present study patient became involved with a 
love interest and was briefly engaged. Upon break- 
up of the engagement, patient displayed mounting 
anxiety and depression, with a brief period of acute 
hallucinatory reactions and screaming episodes. 


Large dosages of chlorpromazine would usually 
be necessary to keep these outbursts under control. 
Some brief improvement under ECT and chlorprom- 
azine, 100 mg. per day. However, she displayed 
more and more uneasiness, restlessness, tension, 
some episodes of weeping but without any of the 
aforementioned accessory symptoms. Resting EEG 
pattern revealed evidences of tension, synchronous 
fast waves (12-20/sec.) throughout. No pathologic 
slow wave activity, no localization, no sensitivity to 
hyperventilation or photostimulation. Injection of 
Brevital plus Compound #31777 at 2.0-3.0 cc. re- 
sulted in generalized twitching with a burst of syn- 
chronous slow spikes with superimposed fast spikes. 
This gradually changed to continuous giant slow 
wave activity, with some superimposition of fast 
spikes. Continuing to 8.0 cc. this pattern persisted 
for almost ten minutes at which time she again dis- 
played episodes of generalized twitchings particu- 
larly in the extremities with some hiccup of mild 
type lasting for twenty seconds. She awakened ir 
less than twelve minutes thereafter. 
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Figure 4. (J.P.K.)—24-year-old heavily built man, 
with intermittent anxiety symptoms and tensions 
throughout most of his recalled life. For the past 
five years before present study had shown episodes 
of severe panic every several months. Attacks of 
panic lasted about twenty minutes and associated 
with feelings of weakness in the limbs, needle-like 
sensations in the head and extremities, trembling 
and difficulty in breathing. At these episodes pa- 
tient usually dashed home and reclined until dis- 
comfort subsided. He also suffered feelings of 
breathing difficulty at any occasion of unusual ex- 
ertion. Physical findings had repeatedly been nor- 
mal. At the time of present study, patient had been 
on Meprobamate 1600 mg. per day, for at least 
two years. Recent marriage seemed to bring out 
an increase in intensity and severity of the entire 
symptom picture. Also noted were fairly intense 
a agarophobic experiences, together with relative 
impotence. Clinical picture of visible anxiety, some 
difficulty in expressing himself, and instances of 
fearful depression. EEG study showed generally 
fast activity (14-24/sec.) with much spiking for- 
mation. Synchrony fairly well preserved, modula- 
tion practically absent. No sensitivity to hyperven- 
tilation or photostimulation, no localization noted. 
EEG pattern under combined solution, showed at 
4.0-5.0 cc. sudden appearance of giant three per 
second slow waves with spikes and superimposed 
fast activity. Pattern became generalized at 5.0-6.0 
ec. and for several minutes only giant slow waves 
(2-3/sec.) could be seen. Gradually over a period 
of four minutes the pattern broke up into occasional 
slow waves or spikes and then an occasional burst 
of slow waves lasting two seconds at a time. Pa- 
tient awakened sufficiently to respond to questions 
in less than ten minutes. Secondary period of myo- 
clonic twitchings usually of the face and lips could 
be noted just before awakening. 
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TABLE II 
Therapeutic Results: Compound #31777 


Patient Diagnosis Wks. Results 
Tmt. 

SAL* Colitis, severe phobic man- 3 Mod. Imp. 
ifestations, agitated de- Temp. 
pression. 

R.K:* Acute agitation, depres- 3 Mod. Imp. 
sion, severe abdominal 
conversion symptoms. 

H.McC.* Recurrent reactive depres- 3 Increased 
sion with moderate intel- Depression 
lectual deficiency. 

RSC. Chronic psychoneurosis 3 Mod. Imp. 
with marked abdominal 
conversion symptoms. 

A.W. Chronic schizophrenic, 6 Much Imp. 
symptom free, secondary 
acute anxiety. 

JP. Chronic anxiety, with epi- 5 Recovered 
sodes of panic. 

R.M. Chronic severe anxiety 3 Much Imp. 
with abdominal conversion 
symptoms. 

G.K. Agitated depression. 3 Recovered 

LB. Moderately severe post 2 Much Imp. 
concussion syndrome and 
sudden periods of somno- 
lence. 

J.C. Moderately severe post 3 Much Imp. 
concussion symptoms. 

M.C. Psychoneurosis, phobic 3 Mod. Imp. 
anxiety type. 

A.C. Obsession neurosis. 10 Much Imp. 

A.H. Chronic phobic anxiety 5 Not Imp. 

S.K. Chronic schizophrenic im- 4 Mod. Imp. 
proved reactive anxiety. 

AS. Chronic schizophrenic, 
with acute hallucinations. 3 Not Imp. 

K.R. Chronic involutional agi- 
tation post hemiplegic. 6 Much Imp. 

Probable obsessive-com- 
pulsive neurosis. 4 Much Imp. 

E.T, Involutional reaction, 6 Increased 
moderately severe. Depression 

R.A. Acute and chronic depres- 2 Recovered 
sion. 

R.H. Chronic reactive depres- 3 Not Imp. 
sion with many hysterical 
features. 

Psychoneurosis, chronic 2 Much Imp. 
recurrent anxiety with ab- 
dominal conversion, sec- 
ondary addiction to Mil- 
town & alcohol. 

A.F. Acute phobic anxiety 4 Not Imp. 
state. 


*These patients were started on Compound #31777 
alone. The others were given the compound plus 
Brevital. 
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were found to be too rapid and the subjec- 
tive responses too uncomfortable—for the 
emotionally disturbed patients but not for 
the patients investigated for organic disease 
of the central nervous system. The subjec- 
tive reactions previously reported with the 
parent compound were pleasant and it was 
assumed that this must be due to the inclu- 
sion of anesthetic isomers in the parent sub- 
stance viz. Brevital. In previously reported 
clinical and EEG-studies with Brevital, some 
of which were noted in the present work for 
comparison, the effect of Brevital was that 
of rapid, ultra-short acting anesthesia. No 
analeptic effect was produced externally or 
on the EEG. For further therapeutic pur- 
poses therefore, it was felt entirely feasible 
to mix Brevital and Compound #31777 in 
order to make the subjective reaction and 
cooperation easier. This was quickly ascer- 
tained in subsequent trials with the mixture. 
Myoclonic twitching was still evident in the 
majority of trials but without subjective 
awareness. The EEG patterns with this 
mixture indicated that analeptic effect, as 
well as anesthesia, was prolonged, and with 
the possibility that the former was intensi- 
fied. At this point several questions might 
arise. From the standpoint of activation 
of the EEG, is the process herein described 
one of such rapid decortication that convul- 
sive phenomena arise, or is rapid anesthesia 
(sleep) an irritative cortical state? Al- 
though much has been written regarding ac- 
tivation work this particular feature is still 
questioned. The recent experiments with 
Amytal and Metrazol by Ross and Morell® 
indicated a picture of light anesthesia super- 
ceded by convulsant reaction, two distinct 
processes, In fact, difficulty in the EEG 
study resulted when Metrazol overcame the 
sedative effect of Amytal. Some therapeu- 
tic experimental precedent might be noted 
in the work of LaVerne and Padula® and 
Karliner and LaVerne’ who administered 
supra-maximal amounts of Pentothal and 
Metrazol or Megimide in rapid succession. 
Their therapeutic results were favorable 
enough to warrant further trial. EEG stud- 
ies, using their technique were not reported 
here but again showed either anesthesia or 


convulsant reaction—or mutual dissipation 
of either effect if the drugs were given in 
rapid enough succession. In the findings 
presented with Compound #31777 and Bre- 
vital there seemed no doubt that profound 
anesthesia was simultaneous with convulsive 
reactions and that anesthesia did not de- 
crease the latter. 


The relative ease of admission, the sub- 
jective comfort and the safety of this induced 
convulsant-anesthetic action led to its use 
in psychiatric patients. There was, natu- 
rally, the background of long experience 
with convulsant therapies, of decidedly 
greater intensity than the procedure herein 
described. 


Based upon previous experiences with va- 
rious forms of convulsant therapy the proce- 
dure was adopted of administering the com- 
bination of Brevital and Compound #31777 
as described and thus permitting a much 
longer period in which the patient experi- 
ences a definite alteration in consciousness 
but without any type of ataxic after effect 
or any amnesic reactions. This would make 
the procedure applicable in severe anxiety 
states. At the present time experience in 
the therapeutic usefulness is limited to rela- 
tively few patients. However, from the im- 
mediate effects upon the symptoms and cer- 
tainly from the overall picture of alertness 
upon awakening from this type of sleep 
lends confidence to the procedure. In this 
work it was found that half of the patients 
showed at least relief of symptoms and a 
greater degree of hopefulness for their fu- 
ture than they had previously experienced. 
It was felt tuat the usefulness of this type 
of agent was quite distinct in the field of 
medical psychiatry. Two patients suffering 
from typical post concussion syndrome ob- 
tained remarkably rapid relief of symptoms. 
As noted in the previous work, the convul- 
sant anesthetic reactions herein produced 
were of an entirely different quality than 
described with ECT, Metrazol and other bar- 
biturate-stimulant procedures. 


Clinically it was felt that Compound 
+31777 in conjunction with Brevital pro- 
vided an alteration of consciousness, centra! 
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stimulation of convulsive type, with only 
gentle myoclonic responses and very rapid 
awakening as from a pleasant sleep. Ambu- 
latory treatment is feasible with this proce- 
dure as are EKG activation procedures which 
may be rapidly performed. Brevital alone 
produced rapid sleep with rapid awakening 
but without any EEG reference to any type 
of convulsant activity. Compound #31777 
brought out clinically very rapid sleep with 
more rapid awakening but with an EEG pat- 
tern of definite profound convulsant reactiv- 
ity. It was felt that the combined solution 
could be eventually used repeatedly in a 
given day on a given patient to prolong the 
described effect with relative safety. Cer- 
tain features still need clarification and are 
mentioned: The relationship between thera- 
peutic efficacy and the duration of induced 
analeptic phenomena; the relative necessity 
of myoclonic responses (which probably 
could be controlled) ; the analysis of the in- 
duced EEG patterns and their relationship 
to therapeutic and activation results. 


Acknowledgment: Eli Lilly and Company fur- 
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DISCUSSION 


Stimulatory Barbiturates in Psychiatry: 
Compound 31777 
IVAN F. BENNETT, M.D.* 


In discussing Dr. Friedman’s paper it might be 
appropriate to relate what has been done in our 
laboratories with Compound 31777 and to review the 
clinical history of the stimulatory barbiturates. 

I know of only one other stimulant barbiturate 
used in psychiatry. This is DMBEB or 5-(1, 3-dim- 
ethylbutyl)-5-ethylbarbituric acid. The first clini- 
cal report of DMBEB was by Gottlieb.1 Noting tem- 
porary amelioration of depressive symptoms and the 
production of euphoria in schizophrenic patients fol- 
lowing the intravenous administration of amobar- 
bital sodium, originally described by Lindemann,? 
Gottlieb treated ten depressed patients with a single 
oral dose (50 to 150 mg.) of the sodium salt of 
DMBEB. In six an antidepressive or euphorogenic 
effect was observed in 1 to 1% hours. A very good 
response was obtained in four. Unlike amobarbital 
sodium, DMBEB was seen to have long duration, 
lasting throughout the day or into the following 
morning. Side-effects, noted in six, included intense 
itching in three, nausea and vomiting, paresthesias 
and one abortive seizure, i.e., a transitory confu- 
sional state. In 1954, Pennes, on the basis of the 
therapeutic activity of intravenous amobarbital so- 
dium in schizophrenic patients, administered DM- 
BEB to 20 hospitalized cases, using an average 
intravenous dose of 63.5 mg. There was a decrease 
in symptoms in 11 patients including four of the 
six pseudoneurotic ones who showed improvement 
in anxiety, depression, tension, irritability and hos- 
tility. The three obsessive-compulsive and seven of 
the fourteen overt schizophrenic patients showed a 
slight to moderate improvement. In six patients the 
same dose of DMBEB produced a greater therapeu- 
tic response than with an equivalent dose of amo- 
barbital sodium. Pennes also reported a high inci- 
dence of side-effects; 18 of the 20 had severe and 
generalized itching for several minutes and two 
developed transitory myoclonic seizures without loss 
of consciousness. Both investigators concluded that 
the high incidence of adverse reactions prohibited 
further clinical trial of DMBEB. 

For many years barbiturate chemists have been 
looking for a more satisfactory ultrashort-acting 
anesthetic barbiturate. In 1955, after more than 
2000 compounds had been synthesized and tested 
in animals, Compound 22451 was selected for clini- 
cal trial.t This is a stereoisomeric mixtures of the 
sodium salt of 1-methyl-5-(1-methyl-2-pentynyl) -5- 
allyl-barbituric acid. The molecule contains two 
asymmetric carbon atoms, thus, two dl pairs (alpha 
and beta) exist and each pair is resolvable into op- 
tically active d andl forms. The four stereoisomers 


*Clinical Investigator, Clinical Research Division, 
Eli Lilly and Company, Indianapolis, Indiana. 
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Compound #22451 


HN—CO 

-CH=CHp 

TN CH-CC-CH2 -CHs 
CHs -N——C=0 ~CHs 


Figure 1. 1-Methyl-5-Allyl-5 (1-Methyl-2-Penty- 
nyl) Barbituric Acid. 


have now been prepared. Compound 22451 differs 
from other anesthetic barbiturates in that it con- 
tains no sulphur in the molecule, has two positions 
of unsaturation in the 5-position radicals, and con- 
tains a methyl group on one of the ring nitrogen 
atoms (Figure 1). It is the first barbiturate to 
show significant differences in potency between op- 
tical antipodes. ‘ Its use as a short-acting anesthetic 
for EST was described by Gruber et al.5 Friedman, 
in EEG studies on 20 patients, noted a central stim- 
ulation of a convulsive type without the so-called 
strain of a convulsive seizure.6 He recognized the 
stimulatory reactivity of the compound and, with 
the successful resolution of the stereoisomers, was 
enabled to evaluate therapeutically the sodium salt 
of the beta-1 isomer (Compound 31777). This is the 
most potent anesthetic barbiturate examined in our 
laboratory. 

Incidentally, the sodium salt of the alpha-dl iso- 
mer, methohexital, is being well received as an ul- 
tra-ultrashort acting barbiturate anesthetic. Com- 
pared with other intravenous anesthetic agents, 
methohexital exhibits greater potency (two to five 
times), shorter duration of effect (half as long) 
and more prompt subject recovery, even after large 
doses. Friedman has previously reported on its use 
as a pre-shock anesthetic and on its superiority to 
the thiobarbiturates in this procedure in terms of 
the absence of the unpleasant smell-taste experi- 
ence, rapidity of anesthesia and of awakening.’.§ 

In Gibson’s animal experiments anesthesia with 
Compound 31777 was promptly induced and was 
satisfactory, but hyperirritability during the recov- 
ery phase was noted in the rat and the dog but not 
in the monkey. Auditory and tactile stimuli initi- 
ated a brief episode of myoclonic twitching before 
the animal had regained its upright position. While 
all showed approximately the same degree of anes- 
thesia, the degree of post-anesthetic excitement de- 
creased with time. It was believed that this did not 
reflect increased tolerance but was merely due to 
the dog’s learning that by lying quietly until his 
motor equilibrium had been restored he could avoid 
bumping into objects. This urge to “get up and 
go” was also observed by Friedman in his patients. 

Inspired by Dr. Friedman’s idea and seeing a pos- 
sible similarity in action between Compound 31777 
and the stimulant barbiturate DMBEB which had 
been shown to be effective, to some extent, in the 


depressed and acute schizophrenic patient with anx- 
iety-depression, I evaluated a small sample of such 
individuals at the Marion County General Hospital, 
Indianapolis; 50 mg. of Compound 31777 in 5 cc. of 
sterile distilled water was rapidly given intrave- 
nously five days weekly for a series of ten treat- 
ments. Patients were observed for 30 minutes after 
administration for side-effects and clinical observa- 
tions were made during the rest of the day for be- 
havioral changes. The drug was easily administered 
without pre-treatment apprehension or post-treat- 
ment confusion or headaches. Good respiratory ex- 
change and color were maintained during the proce- 
dure. The patients spontaneously commented on 
the pleasant and rapid falling off to sleep and upon 
the relaxation and general feeling of rest and com- 
fort on awakening. One agitated depressed patient 


TABLE I 


I—Depressed Patients 
31777 STUDY 


Hs is 23 

M-58 R.D. Thor.-1 wk. EST-9 
F-63 R.D. None EST-8 
M-56 R.D Imipramine 

3 wk. EST-8 
M-68_ R. D. EST-12 
F-63 I.M. “i Imipramine I 
4 wk. —~ EST 

R.D. = Reactive Depression 

I.M. = Involutional Melancholia 

D = Discharged 

I = Improved 

TABLE II 
II—Miscellaneous Patients 
31777 STUDY 

a ~ 

Bs 

oA ZA ER 

M-37 Ac.P.S. Trifl-6.5wk. EST-12 Trans. 

V.A.H. 

F-23 Ac.P.S.  Thor.5 wk. None Disch. 
EEG’s 
M-34 Ch.P.S.  Thor.-2 wk. 
M-51_—s In..Per. Thor.—4 wk. 


Ac. P.S. = Acute Paranoid Schizophrenia 
Ch. P.S. = Chronic Paranoid Schizophrenia 
In. Per. = Inadequate Personality 

Trifl. = Trifluoperazine 

Thor. = Thorazine 
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continued requesting the “magic shots” although 
she had shown no objective improvement following 
the course of treatment. Those who improved noted 
a gradual prolongation of the post-treatment inter- 
val of the reduced anxiety, irritability and hostility. 
The rapid onset of anesthesia shows that the drug 
is immediately effective upon reaching the brain. 
Average onset for anesthesia was 32 seconds and 
the average duration was five minutes. 

Clinical results in this small group cannot be con- 
sidered significant but they do suggest indications 
for its use and speak well for the gathering of data 
on a larger series (Tables I, II). It can be seen 
from the table of results that depressions were not 
helped and required EST for successful remission. 

Compared with methohexital which, in one study, 
caused siight twitching in three out of 24 adminis- 
trations, Compound 31777 produced this in all of 
the patients and 50% of the treatments were asso- 
ciated with this phenomenon as the patient went 
into or came out of the anesthesia (Table III). A 
few had transient laryngospasm or a cough reflex, 
some secondary to excessive salivation. Two pa- 
tients experienced dysarthria for five to ten min- 
utes following the treatment. The stuttering was 


TABLE III 
Side-Effects 
31777 STUDY 
Patient Twitching Laryngo Hiccough Stuttering 
Spasm 
M-58 3/8 4/8 
F-63 3/11 1/11 
M-56 4/11 3/11 1/11 
F-63 6/11 
M-37 8/11 
F-23 3/11 3/11 
M-34 10/11 2/11 
M-51 5/8 5/8 3/8 
Totals 42/82 13/82 4/82 5/82 
%o 51.2 15.9 4.9 6.1 
TABLE IV 
Human Electroencephalographic Results 
31777 STUDY 
Patient 
M-58 25398 31777 
F-63 25398 31777 
M-56 25398 31777 
M-37 25398 31777 
F-23 25398 31777 
M-34 25398 31777 
M-51 25398 31777 


25398—Methohexital, Lilly 
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alarming for it had never been experienced previ- 
ously. Its short duration and simple reassurance, 
however, eliminated the secondary anxiety. Side-ef- 
fects were transitory and minor. They required no 
ancillary measures for prevention or control. 

EEG studies were done on seven patients who re- 
ceived 50 mg. intravenously of Compound 31777 on 
one day and 50 mg. intravenously of methohexital 
on the day foliowing. The fourteen tracings were 
coded and interpreted blindly by Dr. Philip White 
(Department of Neurology, Indiana University 
School of Medicine). Table IV shows that his in- 
terpretations were remarkably accurate in the dif- 
ferentiation of the EEG activity of the two drugs. 
EEG tracings from a patient 80 seconds after the 
administration of each drug pointed up the differ- 
ences between them (Figures 2,3). 


Doses approximately equipotent, i.e. in relation- 
ship to depth of anesthesia, of Compound 31777, 
methohexital, and thiopental sodium were admin- 
istered to a cat and subcortical tracings were re- 


31777 Study 


al 
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Figure 2. EEG tracings following 
I.V. injection of 50 mg. of either 31777 or Metho- 
hexital. 


31777 Study 


MCGH~-422917-5-M-34 


80-90 SEC AFTER oe 


| SEC 


PRE- INJECTION TRACING 80-90 SEC AFTER 31777 


ins 3. Representative EEG tracings following 
50 mg. I.V. injection of either 31777 or Methohex- 
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Figure 4. Comparative EEG tracings from male 
cat No. 25 (3.8 kg.) one minute after I.V. injection. 
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corded (Figure 4). During the arousal period the 
cat’s EEG with Compound 31777 showed 4-cycle 
per second waves with some superimposed fast ac- 
tivity. Methohexital produced an 8-cycle per second 
and thiopental sodium a 16-cycle per second activ- 
ity (Figure 5). On recovery, the cat continued to 
show the high voltage and slow activity of 8-cycle 
per second waves, while the methohexital tracing 
had increased to a 24-cycle per second and the thio- 
pental sodium one to a 32-cycle per second pattern 
(Figure 6). The absence of the typical barbiturate 
fast activity would suggest a minimal cortical re- 
sponse and a primary localization in the deeper cen- 
ters. Hippocampal activity with all three was noted 
one minute after injection, but was present during 
the recovery phase only with Compound 31777. In 
addition, this compound continued to act upon the 
thalamic nuclei during the arousal phase. However, 
this activity was disappearing as the animal recov- 
ered. The high degree of similarity between metho- 
hexital and thiopental sodium and the marked dif- 
ference between them and Compound 31777 are 
clearly evident. 


In my opinion Compound 31777 is an exceedingly 
interesting drug. I feel we should be grateful to 
Dr. Friedman for reviving interest in the stimula- 
tory barbiturates. This group of compounds may 
turn out to be not only of academic importance 
but also of therapeutic usefulness. 


31777 

FROM MALE CAT NO. 25(38KG) 
VWs 

—__J 200 ; 

SEC 
THIOPENTAL 
AL - PARIETAL 

PARIETAL - OCCIPITAL 


Figure 5. Comparative EEG tracings from male 


cat No. 25 (3.8 kg.) at first sign of arousal. 


.HIPPOCAMPUS 


Figure 6. Comparative EEG tracings from male 
cat No. 25 (3.8 kg.) at recovery. 
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Fluphenazine: Comparative Studies 


HARRY F.. DARLING, M.D., GERRARD H. HEss, M.D., ANGELITO C. CAPISTRANO, M.D., 
and MATHILDE G. HOERMANN, M.D. 


For the last several years a continuous 
drug evaluation program has been underway 
at the Danvers State Hospital. Its super- 
intendent, Dr. Peter B. Hagopian, evaluated 
chlorpromazine,’ and Dr. Francis X. Sulli- 
van, the assistant superintendent, has 
worked with thiopropazate. The writers 
have been evaluating other drugs and, as a 
result of the work on several compounds at 
the same hospital, it has become possible to 
make an attempt at comparative evaluation 
of fluphenazine as compared with several 
other phenothiazines. 


Comparison With Trifluopromazine 


A random study of 110 fluphenazine cases 
having previously been made, a similar study 
in 100 patients taking triflupromazine was 
undertaken, with as close an approximation 
in diagnosis, age, and duration of illness as 
possible. Table I, II, III, V, and VI com- 
pare respectively duration diagnosis, age, 
improvement, and side effects on a percent- 
age basis between the two drugs.‘ Table IV 
gives a breakdown of the triflupromazine 
dosage, the average maintenance dose being 
208.8 mg. daily. The average dose of flu- 
phenazine was 12.8 mg. daily, one-sixteenth 
the dose of triflupromazine and half what 


one would expect as the result of pharmaco- 
logical studies,’ particularly as the results 
were better with the fluphenazine. 


There were more extrapyramidal side ef- 
fects due to the fluphenazine. The percent- 
age of those observed in the case of triflu- 
promazine corresponded with those reported 
by Hagopian‘ due to chlorpromazine. There 
was more depression, lethargy, and aka- 
thisia due to fluphenazine. Approximately 
15% of the patients in each series were 
taken off the respective medications due to 
side effects. In the case of triflupromazine 
5%, were taken off due to extrapyramidal 
symptoms and the same due to depression; 
11% of patients were taken off fluphenazine 
due to extrapyramidal side effects. The hy- 
pertension case is discussed elsewhere.’ 

A comparative study of side effects com- 
paring prochlorperazine and triflupromazine’ 
had shown such promising results that it 
was felt that the latter drug might have 
enough vagolytic effect to offset the pro- 
nounced tendency of the piperazine-proma- 
zines to produce extrapyramidal side effects. 
Accordingly the ten patients in the prelimi- 
nary fluphenazine study who had such severe 
parkinsonism that they could not be main- 
tained on the drug had their doses of it 
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halved and ten times the amount of triflu- 
promazine was added. Complete relief was 
obtained in four cases and partial alleviation 
in the fifth. The same was done in two 
cases having jaw spasms and in one case only 
was the combination effective. There were 
negative results in three akathisia cases and 
in one with polyuria. Average starting dose 
in these patients was 18.3 mg. daily before 
the dose of fluphenazine was halved and the 
triflupromazine added. Since the combina- 
tion was ineffective in seven of the seven- 
teen cases in which it was tried, its use was 
abandoned as not being clinically effective 
enough even to test further. 

Aliphatic and piperazine promazines were 
combined by Kruse’ in a study of 38 cases, 
using chlorpromazine and trifluoperazine, in 
average doses of 150 mg. and 20 mg. a day 


TABLE I 
Duration of Illness % Triflupromazine % Fluphenazine 
in Years Patients Patients 
TABLE II 
Diagnosis % Trifluopromazine % Fluphenazine 
Patients Patients 
Schizophrenia. _.................. 61 353.6 
Mental Deficiency with 
Chronic Brain Syndrome _ 8 13.6 
Manic-Depressive _............ 3 6.3 
Personality Disorder ...... 1 5.4 
Psychoneurosis _................ 1 4.5 
Involutional Reaction ...... 2 1.8 
Paranoid Condition .......... 2 0.9 
Acute Brain Syndrome .... 2 — 
TABLE III 
Age % On % On 
Triflupromazine Fluphenazine 


12 20.8 


JULY 


respectively. Most of the patients were 
chronic regressed schizophrenics. Results 
were not remarkable except that in combin- 
ing the drugs a greater therapeutic effective- 
ness may be achieved than with a compara- 
tive dose of each single drug. Percentage of 
disturbing extrapyramidal side effects were 
greater than found with chlorpromazine and 
less than with trifluoperazine alone.*® 


TABLE IV 
Dosage of Trifluopromazine 


Mg./Day Maximum Maintenance 

TABLE V 
Improvement 
Triflupromazine Fluphenazine 

or Parole 16 10.9 

17 15.5 

TABLE VI 
Side Effects 
% With % With 
Triflupromazine Fluphenazine 

PATIGHBONISM 23 31.8 

Equilibrium Disturbance ...... 1 3.6 

Neurocirculatory Collapse... 1 3.6 

~ 1.8 

Blurring of Vision. ................... - 0.9 

Wasal Congestion. ..:.............:. 0.9 

Fulminating Hypertension . 1 - 

1 - 
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Comparison with Prochlorperazine and 
Thiopropazate by Substitution of Medi- 
cation in Chronic Disturbed Patients 


In 62 patients (29 had been on treatment 
with prochlorperazine and 33 with thiopro- 
pazate) medication was discontinued and 
they were placed on fluphenazine, in about 
one-eighth the dose. They were on the three 
chronic disturbed wards of the female psy- 
chiatric service of the Danvers State Hospi- 
tal, and comprised all patients who had been 
treated with prochlorperazine and thiopropa- 
zate six months or more, Five of the patients 
had been in the hospital 3-5 years; ten 5-10 
years; 18 had been hospitalized 10-20 years; 
and the remainder had been hospitalized 
more than 20 years; 46 patients were schiz- 
ophrenics; eight were mental deficients with 
psychosis; five had chronic brain syndrome; 
one had psychopathic personality with psy- 
chosis. All the patients were more than 33 
years of age; four of them were over 65 
years of age. 

Patients are distributed on these wards 
according to behavior. In the least dis- 
turbed ward, of 23 patients whose medica- 
tion was changed, ten were moderately im- 
proved, three minimally improved and three 
worse. When medication of 19 patients in the 
moderately disturbed ward was changed, six 
were moderately and one minimally im- 
proved. Twenty were changed in the most 
disturbed ward; six were moderately and 
one minimally improved. Of the total 62 
patients there were 21 moderately improved, 
six minimally improved, and three worse; 
the remaining 32 were unchanged. 

Of the 29 patients changed to fluphenazine 
from prochlorperazine 14 were moderately 
improved, two minimally improved, and two 
worse. Of the 33 patients changed from 
thiopropazate, seven were moderately im- 
proved, four minimally, and one worse. The 
proportion on each ward on prochlorperazine 
and thiopropazate was approximately equal. 

Criteria of improvement were fairly strict. 
Minimal improvement was judged as cessa- 
tion of at least one outstanding symptom of 
disturbed or destructive behavior, such as 
breaking windows, denudativeness, or as- 
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saultive episodes. Moderate improvement 
was judged by cessation of several such 
symptoms plus improvement in mental con- 
tent and initiative. 


Dosage of prochlorperazine varied be- 
tween 10 mg. and 200 mg. daily, and that of 
thiopropazate between 10 mg. and 80 mg. 
Average dose of the former was 71 mg. and 
the latter 30 mg. Fluphenazine dosage va- 
ried between 2.5 and 40 mg. daily. In the 
patients changed to fluphenazine from pro- 
chlorperazine the average dose of the former 
was 8.6 mg. daily after three months on the 
new drug, and 8.0 daily in the case of thio- 
propazate. Average dose for the entire 62 
patients was 8.28 mg. daily. The fluphena- 
zine-prochlorperazine dosage ratio was 1: 
8.25, and the fluphenazine-thiopropazate ra- 
tion was 1: 3.75, There was no significant 
overall difference in ratio between the im- 
proved and unimproved patients. Some re- 
mained unimproved on more than the pro- 
portionate dose of fluphenazine and some im- 
proved on less. Despite the difference in 
dosage ratio, therapeutic effectiveness in the 
two groups was about equal at the same 
average dose. Average dose in the prelimi- 
nary fluphenazine study’ was 12.8 mg. daily 
for maintenance; 37.2% of those patients 
were given 15 mg. daily or more, while in 
the present study 19.3% took 15 mg. or 
more. This would account for the difference 
in average dose in the two series of cases. 


Four patients having no extrapyramidal 
side effects when taking prochlorperazine de- 
veloped them when taking fluphenazine, and 
the reverse was true in a like amount of pa- 
tients. One patient taking thiopropazate de- 
veloped extrapyramidal effects when put on 
fluphenazine, and two ceased to have them. 


Comparison With Perphenazine 


In a series of 100 patients taking perphen- 
azine at Danvers State Hospital,? 75 were 
chronically disturbed. All the patients de- 
scribed in the study above were chronically 
disturbed as were 44 patients in the prelimi- 
nary fluphenazine study.* Chronic disturbed 
patients, therefore, comprised 62% of the 
total 172 patients given fluphenazine. 
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In the perphenazine group 71% of the pa- 
tients were schizophrenics; in the fluphena- 
zine groups there were 64%. In the per- 
phenazine group 16% were mental deficients 
with psychosis; there were 14% with this 
diagnosis in the fluphenazine groups. In the 
perphenazine group 8% had chronic brain 
syndrome; 12% of the fluphenazine group 
were so afflicted. Those having other dis- 
orders were statistically insignificant. Age 
and duration of illness were similar. 


Of the 75 chronic disturbed patients tak- 
ing perphenazine about a third were discon- 
tinued due to extrapyramidal symptoms and 
another third due to no significant clinical 
improvement. Average maintenance dose 
was 29 mg. daily. Over-all improvement was 
26% ; 91% of the patients had been treated 
with other drugs, mostly chlorpromazine 
and reserpine. Over-all improvement when 
changed from thiopropazate and _ prochlor- 
perazine to fluphenazine was 43.6“. 


Average daily dose given the 172 patients 
taking fluphenazine was 11.8 mg. daily. The 
dosage ratio as compared with perphenazine 
was 1: 2.6. Over-all fluphenazine improve- 
ment was 65% in all patients, and 44% in 
the case of perphenazine. 


Because they had been on piperazine- 
promazine compounds before taking fluphen- 
azine, the 62 chronically disturbed patients 
discussed in the previous section cannot be 
considered in comparing side effects statis- 
tically. Of the 110 cases discussed in the 
preliminary fluphenazine study 43.2% had 
extrapyramidal side effects as compared with 
41% of the 100 perphenazine patients, The 
side effects were more easily controllable in 
the fluphenazine cases, and this probably 
accounts for the larger percentage of im- 
provement as more patients could be given 
an optimum dose and fewer discontinued. 


Comparison With Trifluoperazine 


Differences in dosage between trifluopera- 
zine and fluphenazine have been previously 


noted.! Mean doses have since been reported 


in all-schizophrenic studies. Macdonald re- 
ports 20-25 mg. daily, and Kruse‘ 40 mg. 
daily. In the latter study approximately 


70% of the cases were chronic, and over-all 
improvement was 89.8%. Over-all improve- 
ment in the preliminary fluphenazine study‘ 
was 71.4%; only 59% of these cases were 
schizophrenics, and the percentage of im- 
provement was probably less because there 
were 15% each of chronic brain syndrome 
and mental deficiency with psychosis in the 
latter study. 


Summary 


1. Fluphenazine was compared with tri- 
flupromazine and found to be more effective 
therapeutically at one-sixteenth the dose, but 
with more extrapyramidal side effects. 

2. Fluphenazine was compared with and 
found more effective than prochlorperazine, 
thiopropazate, and perphenazine, at approxi- 
mately one-eighth, one quarter and two- 
fifths of the respective doses. There was not 
much difference in the incidence of extra- 
pyramidal side effects; they were more con- 
trollable in the case of fluphenazine than in 
perphenazine. 

3. Fluphenazine-triflupromazine and _ tri- 
fluoperazine - chlorpromazine combinations 
were tried in an attempt to reduce side ef- 
fects of the piperazine-promazine com- 
pounds. Side effects were found to be less 
in these combinations than in the case of flu- 
phenazine and trifluoperazine given alone 
and more than in the case of triflupromazine 
and chlorpromazine given alone. 

4. Extrapyramidal side effects seem fixed 
with equal doses of the same drug, with 
slight exception. After treatment with an- 
tiparkinsonian agents or reduction of dos- 
age, side effects tend to recur after discon- 
tinuance of the antiparkinsonian agents or 
resumption of the previous dosage. 

5. Trifluoperazine is as effective, at least, 
as fluphenazine, but in at least double the 
dosage. 

Kannan Bldg., Lawrence, Mass. 


Acknowledgments: The laboratory studies were 
done under the direction of Evelyn Fisk, M.D., pa- 
thologist, Danvers State Hospital. 

The triflupromazine used in these studies was 
supplied by the E. R. Squibb and Sons under the 
trade name Vesprin. The fluphenazine was sup- 
plied by the same company under the trade name 
of Prolixin. 


| 
| ig 
| 


REFERENCES 
. Burke, J. C., Linegar, C. R., et al.: Pharmacol- 


DISEASES OF THE NERVOUS SYSTEM 


413 


Triflupromazine: Report of a Case. Am. J. Psy- 
chiat., in publication. 


ogy and Toxicology of SQ 4889, 4918, and 4924. 6. Goldman, D.: Monographs of Therapy, 2:177, 
N. J., Squibb Institute for Medical Research 1957. 
(laboratory reference manual), 1957. 7. Hagopian, P. B.: Management of Chlorproma- 

. Darling, H. F.: Use of Perphenazine in 100 Hos- zine Therapy in a State Mental Hospital. Read 
pitalized Patients. Dis. Nerv. Syst., 19: 10, Oct. at the convention of the American Psychiatric 
1958. Association, May 1958. 

. Darling, H. F.: Extrapyramidal Side Effects: 8. Kruse, W.: Experience with Trifluoperazine in 
Prochlorperazine, Mepazine, Triflupromazine. 110 Female Schizophrenics. Am. J. Psychiat., in 
Dis. Nerv. Syst., in publication. press. a 

. Darling, H. F.: Fluphenazine: Preliminary 9. Kruse, W.: Personal communication. 

10. Macdonald, R., and Watts, T.: Brit. Med. J., 


Study. Dis. Nerv. Syst., in publication. 
. Darling, H. F.: Acute Toxic Hypertension Due to 


5121:549-51, Feb. 1959. 


PUBLICATION OF TRANSACTIONS 


The Physicians Postgraduate Press announces its service of the prompt 
and accurate publication of the proceedings of professional meetings. 


PHYSICIANS POSTGRADUATE PRESS 
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Saint Joseph Sanitarium 
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BALDPATE, Inc. 


Geo. Fleetwood 2-2131 Georgetown, Mass. 
Located in the hills of Essex County, 30 miles north of Boston 
For the treatment of 
psychoneuroses, personality disorders, psychoses, alcoholism and drug addiction. 


Definitive psychotherapy, somatic therapies, pharmacotherapy, milieu-therapy under 
direction of trained occupational and recreational therapists. 

HARRY C. SOLOMON, M.D. GEORGE M. SCHLOMER, M.D. 

Consulting Psychiatrist Medical Director 


DEVOTED TO THE ACTIVE TREATMENT OF 


and NERVOUS DISORDERS 


a Specializing in Psycho-Therapy, and Physiological therapies includ- 


© Insulin Shock © Electro-Narcosis 
2628 S. PRAIRIE AVE. © Electro-Shock © Out Patient Shoek Therapy 
CHICAGO 
Phone Victory 2-1650 ALCOHOLISM Treated by Comprehensive Medical- 
J. DENNIS FREUND, M.D. re 
Medical Director Psychiatric Methods. 


BEVERLY HILLS CLINIC and SANITARIUM 


210 N. Westmoreland Avenue WHitehall 3-4651 
Dallas 11, Texas 


A private clinic and hospital for nervous and mental diseases both for in-patients and out-pa- 
pe et a homelike environment with separate building units and special cottages—air- 
conditioned. 

A complete neuropsychiatric diagnostic and treatment center including a department of psychol- 
egy—encephalography—clinical laboratory and X-ray—psychotherapy—electroshock and insulin 
coma therapy, as well as psycho-surgery. 


ARTHUR J. SCHWENKENBERG, M.D. FRED H. JORDAN, M.D. 

JOSEPH L. KNAPP, M.D. HENRY P. HARE, JE., M.D. 

JACKSON H. SPEEGLE, M.D. LUDLOW M. PENCE, M.D. 
Neurology Psychiatry 


A NEUROPSYCHIATRIC FOUNDATION 
THE 


ROGERS MEMORIAL HOSPITAL 


The Hospital is situated on the Nashotah Lakes, 30 miles west of Milwaukee, provid- 
ing the ideal, restful country environment and the facilities for the modern methods of 
therapy of psychoneuroses, psychosomatic disorders, alcoholism, and the other neurologic 
and psychiatric problems. Occupational therapy and recreational activities directed 


trained personnel. 
OCONOMOWOC, WISCONSIN 
PHONE LOGAN 7-5535 


EUGENE FRANK, M.D. OWEN OTTO, M.D. LEROY A. WAUCK, PH.D. 

WILLIAM C. JANSSEN Medical Director Clinical Psychologist 

LOREN J. DRISCOLL, M.D. JOSEF A. KINDWALL, M.D. 
Consultant 
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GLENSIDE HOSPITAL 


FOUNDED 1909 


Located in an attractive rural setting in the heart of Boston for the care of nervous, 
mental and geriatric disorders, alcoholism and drug addiction. 
The new Ordway Therapy Unit includes the most modern electrotherapy equipment. 
aa by the Hand-Auden Associates and trained personnel available to cour- 
sy staff. 
DORIS M. HORWOOD, Superintendent 


RUTH M. CROSSFIELD, M.D., Medical Director 


6 PARLEY VALE, JAMAICA PLAIN, MASS. 
JAMAICA 4-0044 RATES MINIMAL 


HILLCREST HOSPITAL est. 195 


(formerly The Retreat, Inc.) 
DES MOINES 12, IOWA 


For the diagnosis and treatment of Nervous and Mental Disorders 
in a homelike environment. 


Occupational Therapy, Physiotherapy and Shock Therapy 
Open Psychiatric Staff 


HERBERT C. MERILLAT, M.D., Medical Director HERBERT W. VETTER, Administrator 


Dr. Joseph Epstein, F.A.P.A. 
P N E W O Dr. Louis Wender, F.A.P.A. 
DRE. WALTER A. THOMPSON, F.A.P.A., Clinical Director 


Westchester County - Route 100 .-. Katonah, N. Y. - Tel.: Central 2-3155 


A competent sixty bed hospital, psychoanalytically oriented but using multi-disciplinary approach. 
Patients admitted for “short-term” therapy or more prolonged study. Additional facilities for 
O.P.D., Day Center Therapy and consultation. Weekly clinical conferences open to the profession. 
A.P.A. members may receive staff privileges and treat their own patients. 


New York City Offices 


DR. EPSTEIN—975 Park Ave.—Tues., Thurs., Sat. RH 4.3700 
DR. WENDER—5@ East 79th St.—Mon., Wed., Fri. BU 8-0580 


FAIR OAKS 


INCORPORATED 
SUMMIT, NEW JERSEY 
A fully approved Hospital for intensive treatment and management of 
problems in Neuropsychiatry. 


OSCAR ROZETT, M.D. THOMAS P. PROUT, Jr. 
Medical Director Administrator 
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SANITARIA DIRECTORY 
The institutions listed below are among the finest priate sawltaria in the United States. 
They offer private, individual specialized care to the patient. 
BALDPATE, INC. HALL-BROOKE 
Georgetown, Massachusetts Greens Farms, Conn. 
BEVERLY HILLS CLINIC AND HILLCREST HOSPITAL 
SANITARIUM (formerly The Retreat, Inc.) 
Dallas 11, Texas Des Moines 12, Iowa 
ELMLAWN (The Wilgus Sanitarium) PINEWOOD 
Rockford, Illinois Katonah, New York 
FAIR OAKS RING SANATORIUM 
Summit, New Jersey Arlington, Massachusetts 
FAIRVIEW SANITARIUM ROGERS MEMORIAL HOSPITAL 
Chicago, Illinois Oconomowoc, Wisconsin 
FOREST SANITARIUM ST. CLAIR HOSPITAL 
Des Plaines, Illinois Detroit 14, Michigan 
GLENSIDE ST. JOSEPH SANITARIUM 
Boston 30, Massachusetts Dubuque, Iowa 
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